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*mm, th©Btt, m^mm (do m<D%m\zft&~tz>t b cd4o mm* 
mmtzmfcxte^vmmmmmzm-rzo Mftmzit, *mwimwmm (do 

IS0t h CD40 mmiZttLTnn&ilZTy&J-T.T-j y £T&5irCb h CD40 

fafcx\tt<Dffim®mfr,&&tf$t%:<Dm\i h cd4o mmzit^T £Q%}m%)W:<D 
\zm-rzo 

1. CD40 

CD40 50kDa (DMMM^Wlzft&?Z>irilii>T*& K) ,B M^MMO, 

&3tt©-lSifflJ&, ^bTl!felJiS±fe^{C^LTV^ 0 CD40 B $HJ&-^ DC (Dig 
^bfcS^^i^^bTV^e:i:^e»nT^§ 0 CD40&, thBiSfflfl&M 
(c^^t" Sialics L T|i|jt£ ft (E. A. Clark et. al. , Proc. Natl. Acad. Sci. USA 
83: 4494. 1986, I. Stamenkovic et. al. . EMBO J. 8:1403. 1989) > T^/mB 

&}<Dttm&frt>> CD40 &mn& ngf u-t?*-* m ut?*-. 0x40, 

CD30&£;WlbT^3TNF 7 5 U— O l^©^>A-tLT^& 

tlTV^o khcfe e k^T^X0CD4O(cM-r^'J^>K (CD40L) iS^Jt^ 
^n-~>^$n, II S&gBJtTf&SJli:, RtfSttfcLfc CD4+T»lfifc58 
lUTl^IiWofc. CD40L \t. ^Mltty^)^k^j;tf7') 

W^ffl)iS(c:«B^^<fcO s b#<cD CD40^«^^tiT*5D, SgfcS 
ta^SoTV^ei^^&^t^oT^fc, CD40^CD40L<h^f £<t> ialfJi 

(APC) Qft&fc, -Tftfc-&CD80 (B7-1) ^ CD86 (B7-2) ft £©Mtt)j$J$C 
ft?<D5£m,&ZWtlL-n<Dm£.fimm-£nz>(CMX, C. etal. :Activationof 
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human dendritic cells through CD40 cross-linking. J. Exp. Med. , 
180: 1263, 1994). (Shu, U. , et al. : Activated T cells induce inter ieukin-12 
production by monocyte via CD40-CD40 ligand interaction. 
Eur. J. Immunol. , 25:1 125, 1995) 0 Wtt»lBfcmv*ttE£3*fB&*U mttU^V 
/W (Th) Mttftia^T^5, £tc, 1r<i—y (naive) MJ&cD Thl 

*»jRlifiTf*5*ffijliL¥3*S GM-CSF RXS IL-4 <h <h *> £i£«LT CD40L \Z<k 0 
«£-frfcWtM (DC1) \t in vitro \z^X, IL-12 g£^£#U mm naive 

tm&ZnZo -^U>/im^TM^> *ffi!ln.\zft&?% plasmacytoid T m 

il-3, CD40 u h ttbizmmvtzv >/mmmvtnm (dc2) \t. n-12 

m&.mfc%2?, -eUTS^ naive ThM^M^tt^L, IL-4I4TM$ 
Th2-\(D^^^ii-r§^<i:^$nTV^o Ihl »MISttftg©S 

m^-tztmzznx^Zo tm mmo^^xmrnt^ntzmmmm^ t mm 
«£®k:38?bi/& CD40 zmmtzfomo^/zn-j-jitfimK %mmizi$ 

LX^%^ZfZ&Mfe&*7*-?Z\t\ZKZnx%t£o&L CD40 =E/ £ U-±)]/$ifo 
\*. CD40 tmOL t<Dffi&ftmzftVX73~XT4 y?Ub<Dt, T>?zi- 
yi?tZlbOt\Zj<Lm-Z*lZ>a 

2. 7^f^y^*i# 

tf, #C CD40 iri##*IBJ!§&#§Sf8 , f 3 (Barrett et al., J. Immunol. 146:1722, 
1991; Gordon et al. , J. Immunol. 140: 1425, 1988), SHJ3&<£>*€$£igjiT3 
(Gordon et al., J. Immunol. 140: 1425, 1988; Valle et al. , Eur. J. Immunol. 
19: 1463, 1989), fit IgM irtft, fit CD20 fii#:3;fcfci: phorbol ester 
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^nfcBll^l^lltS (Clark and Ledbetter. Proc. Natl. Acad. Sci. 
USA 83: 4494, 1986; Gordon et al., LEUCOCYTE TYPING III. A. J. McMicheal ed. 
Oxford University Press. Oxford, p. 426; Paulie et al. , J. Immunol. 142: 
590. 1989),IL4.^«ET"rBaeJia©^SSSf^-rs(Yalleetal.. Eur. J. Immunol. 
19: 1463, 1989; Gordon et al. , Eur. J. Immunol. 17: 1535, 1987), IL-4 M 
1 mMB£i%mmm<D IgE (Jabaraet al., J. Exp. Med. 172: 1861, 1990; 
Gascan et al. , J Immunol. 147:8,1991), IgG, IgM (Gascan et al. , J. Immunol. 
147:8, 1991) <D#m&&m? Z> > IL-4KJ:*BIBlft^6©'^*ttCD23/Fc6RII 
(DftBt (Gordon and Guy. Immunol. Today 8:339, 1987; Cairns et al. , Eur. 
J. Immunol. 18: 349, 1988) 5^J&±(D^*t3& (Challa A, Allergy, 54: 576, 1999) 
IL-6 ©4*&<EJtf * (Clark and Shu. J. Immunol. 145: 1400. 1990) 
£fcrt**fc3nWS. CDw32+^#M«ETT\ IL-4 &tfirC CD40 

ft#£S§itrr5E£fc:«fctK khMiBW^, BM^o->*^5tf 
ZZt^ (Bancherauet al.. Science 241:70. 1991). m*fo<DQ*>bmf&Q>7'&Y 
-yX^, fcW>V^Zf$-om%\Z.frfrt>t>~r, CD40 ^^bTia«$n^.ili: 
(Liu et al., Nature 342: 929,1989) j&*#£SnTH5o £X±<D£t>\z CD40 

<tt, ^tethB»JftlC»-r5ii5g^SI««IB, 3B«Bflafc*tt«aHl&5ESf«fi& 
ttSrfi^KlMfiS ntffc (Katira. A. et. al. , LEUKOCYTE TYPING V. S. F. 
Schlossossman, et. al. eds. p. 547. Oxford University Press. Oxford, W. C. 
Flansowet. al. , LEUKOCYTE TYPING V. S. F. Schlossossman, et. al. eds. p. 555. 
Oxford University Press. Oxford, J. D. Pound et. al. , International 
Immunology, 11: 11, 1999, )„ 

ttmQftft&KZj&mZ&ZZLtlfiTfiZnrcil. H. Zhouet. al. , Hybridoma, 
18:471 1999) 0 ftffttftft CD8T Mb? 5 4 5 >tf\Z&tt% CD4T ffliMO 

'&m\t, CD40-CD40L ->^U >^£^Lfc DC ©fiHi-tetca&s ztfim&zn. 
Si CD40 ^□-^0t#(mAb)fcJ;D, ttttiMGl (DC) ©S'&fcKi&tf.S CD4 
A;W1-T^flS0^fa&^#T#§::i:^$nfe (Shoenberger. S.P. , et. al. : 
T-cel 1 help for cytotoxic T lymphocytes is mediated by CD40-CD40L 
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interactions. Nature, 480, 1998) Q v^xfc^TM CD40 tfifc<D&5-\z 

<fcD cd4o &mm?zmmmm<Dfrfcz?#^mmMm^b±fc*ffiw»!ffi 

T&%> ZLbtfTF^tlfc (French, R. R. , et. al. : CD40 antibody evokes a cytotoxic 
T-cell response that eradicates lymphoma and bypasses T-cell help. Nature 
Medicine, 5, 1999)„ 

mmhtzvvfc, mmmtLTfe^fiftr&zmm&m^o cd4o \zi$-f 
Kmt^^itm^&.mm\zi l tRj^vf3i^^u-yt,m\z dc iz^Kj^vu^st 

mftfcMM\z\$Km-tZ>2u->ttfftft-fZ>tm£t£ftT^2> (Van Den Berg, 
TK. et. al., Immunology, 88:294, 1996) e fc h CD40 tfC^fcMbT^Xtf b-7 

iz&^TK^vffi&^ftmvg-tezzLtfimmzn&o 

^CD40*ri#:X&CD40 U#> Hfd J: D CD40 U >/t®Hfl«©iim^ 

aJ$fJb,M?E^^I#T$§ri^^ 0 TV^(FunakoshiSetal., Blood, 83: 
2782, 1994), (Funakoshi S et al. , Journal of Immunotherapy, 19,93,1996), 
(Z. H. Zhou et. al. , Hybridoma, 18: 471 1999), (Joseph A et al. , Cancer 
Research, 60:3225, 2000) o T^f-f v Ztftmz&^TmvkU^Z. t tn, 
Wom^tf CD40L <Dmmt>&-?Lb-%.Lti:^z: tt^, B 

<b#M<hB«Jl^(c^i-^fim»Jf^t), ^Tbfe-^b^vio DC^^bli 

CD40L © CD40^<£>i|g£-£, BB^f -5 *> © *> , b&V> 
(Challa A et al, Allergy, 54: 576, 1999) » MtL\$, G28-5 (ATCC 
No.HB-9110) <D£.m?%tiim$mQL Z>tc$> , CD40L £©#Jfl$yilte£ 

V^o #E#:K:<J;oTCD40 ^W©gM©ggi:fei^$§, J£$reiiV:>73i"~ 
Xt^ yt7fefti*7r;T&iftXb. CD40 'J^>Ftfffflnutl:j;oT, CD40 

mz, mmr73-7,^j ypm&ZTF-r&fcTb. cd4o u^^h^iast-^^ 
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tTbS^^^^ (Pound et al.. International Immunology, 11:11, 1999) o 

cd4o vfi>\ztm'eiLf3:^in.fcT*\z, -^ng m\z <fc zmmmmommmmm a 

^< t%, CD40 U #> H#STT««fc K>&^Mmmutf'v%% £ t**^$nTVi 
•5 (Joseph A etal. , Cancer Research, 60: 3225, 2000)„ £\<DZ.£fr£* CD40 

fc&^-u *n&&xm&mm*wm?z&ft^& cd4o u#>f© 

CD40 tc^-rSje^-ttMb^V^a^fr^M^-rsilii^MSU^, C©<fc-5 
fc#$fc££*>vf - tick D, CD40L J: 0 fe#^^m^il^T^S"5Ttg 

f4#»-5. PJ&tt CD40L CD40 fcHte-Ufirttflrr***, I^B#fc£#:|*j 

£#&UT^& CD40L (DWi^^mU-fZo CD40L £££L&VMK#&6>fcf* £© 

— ±fB©<k-5K:, CD40^^SlSC*5^Tfig^^fll^fioTV^^i:^ 
CD40 fc*©U#>F©*fc£Mrr*i:£:T, IMfiH®ftft«ia^SS 
ft««lllO«&*ll^ii58T?**t)(i»Sn«. Sawada-Hase *n->#f3t 
#©*tiifil4 , ©WT-tt CD40 £8<&St"5»U6©£d^jO*±#LTV>££££' 

i^iTv^. cd4o t*<Dv%>\*<Dm&*m.mirz>$imz-o^ 

Ttt, Sfa<^oT^^^o ^©J;5&l&Wtt*Si#«s fctAH CD40 ©« 

CD40 U H^t-^ffi^trC^fe, CD40 t CD40 U #> H £ O&G&m^T 
i$iUTtatft51iI«tt^SnT^5. I^IW^, CD40L ttSttflsb 
fcjfe/MRfcfgSHTStV^fllft (V. Henn et. al., Nature 391: 591, 1998) tfi 
iaCD40Lffi#££^li£LT&ofcJ§£, ]fo&*9l#jBc:*rfeftttJ&* 
#fiEf 5 nTV> 3 (T. Kawai et. al., Nat. Medi. 6: 114, 2000)„ 

^©<t -5 S, CD40 £■€■© U #> K©»^*E#-r*tt#»** t bTH 
ftCD40Lfft#<fcD fc^tfLS CD40 £#T5&#©:&#££&fcfc*l5£ffl#T?€r 
So *iCD40m#:tbT«CD40L©CD40^©^$ffilML, fc&j^ 

t h CD40 fc#g»fcJg£-U CD40L © CD40 ^©f^^ffciJU fr&fr-O, CD40 

5 



WO 02/088186 PCT/JP02/04292 

fejftj&vbSt"* 5D12 tifrZ-zntc^VXtfLt h CD40 tn,fa(D£>irfr 1 M^^Tab 
3 (J. Kwekkeboom et. AL, Immunology 79: 439. 1993) „ £LT, B 
UT+ft«tt*j*T&Mfo&«, DC »fcfc#bTfeBI*K:, CD40 U*f > F©flMB* + 
»T#5fr£5#tt»&nT^fctf^fc. tf^^tbfcffi-?^* CD40 

(Johnson et al. , Eur J Immunol, 24,: 1835, 1994)„ #$89§#fcra*ttU;*f> 

F^«>3ie^x^Wfc##$nfc, (flag) fc*r-rsffi# (M2) £js^t, 

pJ^ttCD40 U#>K©B»llStfc (Ramos M) {£*f"f 3t1M?£^3£SU ^<£>*ftl 
*£14£$J£Ufct;i3, 5D12 (ATCC No.HB-11339) #fc>T#fcb#+*lJSte&3* 

*3B9i#tt*rfcfc* 7>$zi-7sYfafc-?1b2>Smiimmz&*DX, CD40L <D 

7^7, CD40 ^#:<Df^ffi^H^5 1 ><h7tf> ? >^m^^oTii§t$n^.^<i:^|g 
££tlTV>£ (Johnson et al. , Eur J Immunol, 24,: 1835, 1994). £fc, 

-hizmmtistctfift&tftt-jv >#ifczm^T, zmftw^mmt-r^z\t.x, 
&ftTi*fc. i^u mmm*\zVi%mifri7v>ffitiL&mMv. m 

CD40ft#£3H«-f £C£te:«koT, 7>^^Xf-f V ^ftflnffcoTfeTrfn 

#fc*t^tt^*ntf, bh0^TCD4OJa#:{C^-r^*T:#:^D, CD40 tiifc 
W^n^tta^T, fcfcjfrfc CD40 U#>b*©£5&m&££D5> 

& 3 £ £ tffcj 6. nt S 46 , ft b h teifC CD40 *rC#:#T# -5 rJ fgft 

u±zf&- (fcr) KckoTttCD40tt#*tj(i«isn*"prttttfe»*. ^ne>(D^ 

^6, 7>^^f^^m CD40fc#£WK:i££U CD40L 
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0JU teWzk-DTb CD40 £?g&fcL&^t hUfcTh-oT. FcR^©lS£ 

3, M^3t£?£bT®»sni&«>fc. ^^ftwi^^ #fg9§«, dcm 

ia*ffi^fcMi*S«ffl-r«J:tfc«fcO, TOM (DC) ^®©fc h CD40 fintJSK: 
#LXhmnmzT>?3-X7-J y?T*&%tii\i h CD40 JtflcXtt-t^ttlflBW 

57^f^y^Skb CD40 R#Xtt-t©*ttW»rM-*ai«r-&2:i:*B 

(1) &T©(a)Mf)^£Mfc£tts*!>&< tfei^iottR&^r-r*, th cd4o 

(a) W#»lii&K:fiUBU LPS&£HFNr©#ftTTIL-12££g$i*3 

(b) HtMMl, ^W^ ; £^$1i:^^^G28-5in;#: < t OfeiSVi 

(c) BMJfiffft«i&;»fc#LT, CD95©»?g£«3iT*fiH4#G28-5tt#«fcO 

(d) B ttJfi»A*Bia«Efc^bT*»[*aifl'rsStt*« G28-5 iri#:<fc 0 t>»V> 

(e) BiWittlt^bT«JE^iit5 

(f) CD40 U#>K©CD40fc2fr&i8^£EEWb&V> 

(2) ±E*5iSW©tlifl:Xtt^-©«|EW»fM-e, *MKf«I&©j£*&tf*, 20/ig/il « 
T©»ar?fr:bn3 &©-£&$. BM#2:lfflfl§^tc:MbTCD95 ©^© 
^SJitt, 20tfg/mlOT©ffi#*&Tff:fons. BWilifttbTH 0!Jx. 

Ramo s X tt HS-Su 1 1 on 1flm Vf 6> H 3 . 
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(3) ±C*5fiM©tt#Xtt-t(0«IB«lllfM-tt, lxlOWml 

$U&tC 0. Ug/ml &±©*&©ffi##8&to$ftfc*£«* 100pg/ml EU:© IL- 
12 ©£g£fcfc5Tt>©T?fctK Ug/ml fiJU©M©ffifr#*Jn£nfc»&tt, 
lOOOpg/ml J!^±> fcp£ b<« lOOOOpg/ml £Ui© IL-12 ©£££*> fc&"ffe© 

(4) $ Sic, ±C*»W©tft#Xtt*©*jlWWfrtt, BIBJft«flilBlfit* (Ramos 
SBAg) tc&TS CD95 ©!83MBj!j&i, ftttgftO. Ol/tg/il fr£> 10/ig/ml ©fSBJc 
*5V>T, OTT'&S G28-5 tt#©#?I 2 3 te£JLt£&Sfc©T&£. 
fet#:a^ O.OUg/ll Ttt,*fflgT*^ G28-5 ft#©JQ2flgf^6 6teSk±"e&Q, 
ffifcmmo. Ug/ml Tte, G28-5ta#©»2<5^6 7#«±T&t), 
tt#i*Ug/iim WART** G28-5m^©^J2^5 7fg£LhT&tK 
It^ig 10Mg/ml TSJIT^§ G28-5 tfiftn® 2 {gfr £> 6 #£U:T**. 

(5) A-f 711 K-TKM302-1 (gfe##FERMBP-7578)> KM341-1-19 (g&6#-f§- 
FERM BP-7759X 2105 (gf6## FERM BP-8024) Fl-102 (gf6#^ ATCC 
PTA-3337) lC«k0^sns*ft#©«OT*««*J:t;<i«lFlSE1B«©75y» 











KM302-1 


FERM BP-7578 


2001 ^ 5 n 9 0 


o<MlTS 1* 


KM341-1-19 


FERM BP-7759 


2001 ^ 9 £ 27 a 


2105 


FERM BP-8024 


2002¥4£ 17 0 


Fl-102 


ATCC PTA-3337 


2001 ^4 £ 24 0 


urn cr* u %&mm 

V r - V s =. 7 jHf 
20110-2209 V^+J-T^ 
10801 S/^-Y 

:7>A- F) 



(6) gf6#-%ATCC PTA-3302 ^«ktK ATCC PTA-3303 ^ K DNA 

n-6nn-F$ns,/w^u h-v F2-103 ©^^r*tt#©a«"BT*fi«*j: 

tf&8*r£fig«, gfe#-*f ATCC PTA-3304 ££tf ATCC PTA-3305 
HDNAlC^n-^nn-b^tl^, A-f 7U F-vF5-77©g£T3#ift©figr5J 
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^mma^xsmm^mm, £fctt§fe#*§- atcc pta-3306 atcc pta-3307 
^^©ampj^^fe^t/^pj^M^o, ^;x7£&#©7^/mi2#)£3r 







l!Ff6B 




F2-103 SH 
(F2-103-H) 


ATCC PTA-3302 


2001 ^ 4 ^ 19 S 


mm {7*v*&mm 

V y - *J - T. 'M 
20110-2209 °?±irX 
10801 

F) 


F2-103 mm 

(F2-103-L) 


ATCC PTA-3303 


2001 ^ 4 H 19 S 


F5-77 mm 

(F5-77-H) 


ATCC PTA-3304 


2001 3=4 3 19 0 


F5-77 mm 

(F5-77-L) 


ATCC PTA-3305 


2001 ^ 4 ^ 19 B 


F5-157 mm 
(F5-157-H) 


ATCC PTA-3306 


2001 ^ 4 ^ 19 B 


F5-157M 
(F5-157-L) 


ATCC PTA-3307 


2001 ^ 4 ^ 19 B 



(7) IB3Wf 2 8&&Zf3 Ofc^n^^ns, /W^U F-T KM341-1-19 

fn^$n§,A^f7*u f-t 2105 ©*^*r*tft#©aOT«««fej:rxtt 

«*T£®#, SB»^3 6*«fc^3 8 IC^tli^S, /W^JF-T 110 

<DM£T%ffifc(Dmm^MM&£z£mm'*immm. mm** 4 o#«fctf 4 21c 
^n^n^sn^ /w:/y f-t ii5©g±T3tn^©fimiwM«;&<fctf& 
itpj^fi^ sb^j#^5 2*«fc^5 4 jc^n^n^n^ /w^jh-t 

KM643-4-11 <O^4t-**i#0m«[^r3lE*«^J:tfe«Rr««^ IB?!f#-^6 0 43 
«fctf6 2(C-en-6tl^$tl^,A<yj F-VF2-103 ©g£i- 3in#©s$i pJ^ 

/W ^'J F-^ F5-77 ©S^r*ft#©M«^3E««*<fc^l5«^««©^ 

(8) iB^iJ#^2 7£<i;tf2 9K:-€-n-en^$ns, F-^KM341-1-19 
#^3 l£<fctf 3 3fc^nwSn5JW^U F-v2105^e>#it£*lfc^ 
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- t KM643-4- 11 a> e jmi s ftfc^mia^j ic3-h*$n5 siM^m* £ ztm 
m^nm, ejijs^s 9&£ic;6 uc-en^n^sn*» /w^u h-v F2- 
103 *^^ii$nfc^msH^jC3-H$n§mm^^43j;^^pi^^ 

SfcttE?!l##6 5 fc^nSSW^A'f^U K— ^ F5-77 

o) aT©fe)-{j)^5atfn*^&<t , bi'3CDttji*wrs, th cd4o 

fc#r*ffi#X«-€-©tt&fg«»rfi-. 

(g) CD40fc#1-£U#>F©tfM!£4 , fnT£ 

do b mmffi±mMfo-t<D cd40 fc^-r* u #> f# cd4o mmmm\z^^^>m 

THrEBjfflJfi«*S[ailia«c±©CD40 t^tS7^7f^ y#&tfMS# 5D12 £D 

(i) B«fi»AIBIfi1*K:^bT, CD40U#>F^\ CD95 <Dmm&nUQ21£Z>ft 

(j) ##»BISK:3g3rrs CD40 i:^LT7>^^Xf^ <^M^tt5 
(10) ±13 (9) ©gtfrXtt-€-©*tt»»ffrtt, iS#a©CD40L5S31lffltt*jS 
JOLfc lxl0 8 ffl/ml ©il^© Ramos 0. 1 Mg/il ©»&©8i#>&*S§j(in£ft 

fc*£tt,Raios SMS© CD95 ©38^&*NIB©#?J \0%&T\zmm b "5 3 <DX*$> 0 , 
1 jug/ml ©*£©jK#j&*&ijn$ftfc*£tt. Ramos 8H1&© CD95 ©^SJ^Btttn > 
hn-JV^IiWtTia^nstxOT^D, 10/zg/ml ©iftj£©£i#j&*^fln$ 
ftfc«£tt, Ramos MM<D CD95 ©JgStfBttn > h u-)Vtm WVV&iZtoMZ 
ft3*>©-e&3o 

(1 1) ±fB (9) ©tt#Xtt^©«HH«»rM-tt, Ok'hnic^ViT, pJ}£44 
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CD40L (Ug/ml) ZmuVfr 1x10 s moMWBmmz, O. OOl^g/ml lOu 

g/mi (Dmm<DtfimmiiQ^nrcm^\z, m^BBmmommm^s o^e> 95% 

^iWJStJ^n^feOD-rS.^c WAH 0. OlMg/ml lO/zg/ml (D^tf)^^ 

o.ooug/mi 0^m©M#^min$nfcJi^«> mvmBMMvmmtf® 

8 0 %^±3fiJ$iJ$n3 ! fe©T*&3o 

(12) A-T7U H-VKM281-1-10 (^fE#-^FERM BP-7579), 4D11 (gf6#-5f 
FERM BP-7758) £fc&F4-465 (gf6#-*t ATCC PTA-3338) \Z J: 0 £jg$ns*n;#: 











KM281-1-10 


FERM BP-7579 


2001 ^5 3 9 B 


^<«fIlT@ 1# 
mi 4»ifef& 6) 


4D11 


FERM BP-7758 


2001 ^ 9 ^ 27 B 


F4-465 


ATCC PTA-3338 


2001 ^ 4 ^ 24 B 


^ 7 - y - 7 w 
20110-2209 V:M*x 
10801 v^-f 



(13) @a^J#-^4 443cI;^4 6{C^n^n^$n§^ ;W^UH-7 KM281- 
1-10 (Djt^^^©Sm"5J^^^i;tXmiSpT^^ @S^J#^4 S3$£ZS5 

oK^n^n^£ns^w:/u h-^4dii om^-r^^om^pi^^J: 

H-VF4-465 (D^I-^fC^^mOT^M^^^ilpJ^m^O^^iT^ 

(14) @H^J#-^4 3£J;tf4 5 fc^ft^n7*$*lS> KM281- 

i-io ^e>¥it$n^miB^j(c3- Fznzmm^mn®&&tfmm-zjmmm, 
mmm^4 7&£&4 9 i^n^n^sns, a-t 7u f-v 4dii om^-rsifc 
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n^StiS, /W:/U H-TF4-465 ^6|t|i*n&*KE5Ufc3-H*n*»fi 

(15) ±13 (i) ~ d4) (Dttfcwz^vmi&mmfttLTte. th^o 
*>©### sns. 

(16) ±|E (1) - (15) OVJrn*0tt#Xtt-t©*IB»»ffrft«-«fj5J5^ 

(17) ±f2 (1) - (8) ©Virn3^fclB*©tt#:Xtt-ecD«l6»»fM-**3» 

(is) ±e o) ~ d4) (D^rnwzmmotiiftxfe'tvmmmmflr&m 

(19) ^WOty ^n-^;P*i#:©Kai1"*fc: hCD4 0©Xfcf h 
-f\Z, k h C D 4 0 ©-^75 ; 6l»5nfct-A-7 y ^t5^ 

•5 (MA^ Ed Harlow and David Lane (eds. ), Antibodies: A Laboratory Manual . 
1988 Cold Spring Harbor Laboratory Press; US Patent No. 4708871) o 77- 
^xyWIC«t5^^5 1 H7'f^7 l J-+y h (New England Biolabs) Sx 

&&xtf h-^ , sB»-r*^ifrxtt-€-©atigwwrjt* , b^-rs. 

(20) ^smss^ ±a£Lfcfl*©/vf:/>j H-^^e>¥ii$nrc, 
©mm*5«fc^v*fett^©^^<i t bni^^^3-F-r^^m (rna &tc\z 

ot, *^0^^P«ffl(ciKBj-r§o *0jiffl««, #0©^n©gsrr&3 pct 

rUMPCT/USO 1/13672(2001^4^ 27 B fcfciEIh B«#fl : trM200i-142482-St(2001 
¥5J3 11 BtrMh B^ffl^fFtrill 2001-310535 ^ (2001 ¥ 10 3 5 BffiS) ~Bl 

zt%mftftmm ussn 10/040, 244 (2001 ^ 10 ^ 26 b mm) <DWMWRWximm 
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mwm*>\t, '&m-tZ>£o\Z, BM±<Z)CD40 \zMLT7>^^~7,t-^ y^7 
T&£&ft<9^/£n-^;Hn;#:5D12 (ATCCNo.flB-11339) ifi. DC mm±<D CD40 

\t, CD40L (0^1^Dyi?t57>^^T^ y^tt#?*oTfe, &<<D 
1. £* 

2MPjm>5 rbhCD40j tfe, *7?->7t> (E. A. Clark et. al. , Proc. Natl. 
Acad. Sci. USA 83: 4494, 1986) XU7>? * >n \iy if S (I. Stamenkovic et. 
al.. EMBO J. 8:1403, 1989) l:<fc D^nTV^T^ yME?!!£W1-§^U ^Zf 
^F£^*U #£BM, DC, ?^n77-^ rt&UHJfi, ±&*BlflS, 

r^cD4o^y^n-^;i4rc#:j t\t, mmmmmo, ±& CD40 x&sb#* CD40 
K*r-r * * / * u—j-jvffifto hMm-rzw. £ o u < & cd4o <om 
mw-ffiftiz%&&L. mo zmmLT^zMMizy^-ZT* y#$nttty>#3 

F(ab'), , Fab\ Fab, Fv,. i?7>)V74 F^FV, -*« FV (scFV) , &£Z$Z\n 
t><Dm£&mtf0tf £n<5 (D. J.King. , Applications and Engineering of 
Monoclonal Antibodies., 1998 T. J. International Ltd) 0 
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fcsssrr* cd4o ic,-t©u^f>H*«is^*r*its«eji*r*fpffl,**vitt,cD4o 

U #> K# CD40 1 o&±£, CD40 £3§§rr £MJ&£# 

®± fc^g^T 3 CD40 C^U^>H *««g^*r § d £ £ &£f £ # JB > £ 3 l> tt* 
CD40 U^f>K*<CD40|RSSaiJSJC^5*#O 1 r>&±&+3&?"*«UB£jfti*U 

r«*«jHJfi (DC) J #^a«<ht)B?«n, ^ftMC^ 

*iiB*W"r*iHiis©-#s»-r. /a v> smMoLXtt 
*«iL4«fc^*ns cd34 u&mmmm*mmirz>zt\z&~DTmM2nz>o$>% 

WZ.3iffiikq><D CD14 HH£J|Uii& GM-CSF Rtf IL-4 ©#£ETTig«-T 3 £ t t«k 

r*toDCj (Immmature DC) CDUBte, CDlaM14> CD83, CD86 Rtt, 

MHC II DC £;i*-f 3o 

T«DCJ ifct, CD14GH4, CDla«TCD83, CD86, MHC tr yT, II &Wi&£ 

rDC £i&ttflrtSJ £«U CD40fcJ:*j|nj*fcl&£bTDC#je;i-r& 
fc£*ftU *J«DC &riEJ»fls$^ CD80, CD86, HLA-ClassII 

££fcttIL-12©££&*!5arrs, SS^iltt^t^l^t: 

2M8f3T B B«IS«s*Sttft-r*ttt, CD40fccfc*»*fcJ&«FbTlHIS 



2. m#©^# 
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^ttt h cd4o, xtet h cd4o ^m-t^M^mm?i^^simmw^^^si \z 
mi^^«ts§, ^fc^ffl-r^^^xttt hmfc&msiTz^iyx 

(Tomizuka. et al., Proc Natl Acad Sci USA., 2000 Vol97:722) TS^u^t 

I, vi„ &mz.wv£.m • mm vft t b cd4o \zm&ir % * / ^ □ 

MMSkftoMMlzmztTZ CD40 \z bRfoTzmfcZm^-?^ t#ieti§.M 

V^Ttiffi £ftTV>3^-^-;&tf $^va.^-r (Nature., 1975 

Vol. 256:495) £J3V>T/W:/y ^©f^M^ff "5 Z\ 

BIAcore 2000 (tfTnTft) &£©;g®:/^X^>^«!l£l£B£ffl V> 
TTO^CD4OL©CD4O^<Df£££0|fTU CD40L £M£b&V^#:£j!lS<J-r 3o 
£fc B U >^MO«^W^l^^#:^TaJfJT^^^3iSiJbfco $ ZlzVi 
#:©»J£ DC »fflT3^5/^£^<h LTfr? Uttj;?), CD40L t 
#»ISX«B^^tlit^^CD40^ilSi|ffl^©mM^aM-r^<hV^f«l^^ 

tt-e©FT3E®«Sii-H-r 5I^^D-->^L, ji^^^^^-lcM^ 

Z.ttfT*tZ> (P. J. Delves., ANTIBODY PRODUCTION ESSENTIAL TECHNIQUES. , 1997 
WILEY, P. Shepherd and C.Dean., Monoclonal Antibodies., 2000 OXFORD 
UNIVERSITY PRESS. J.W. Goding. , Monoclonal Antibodies: principles and 
practice., 1993 ACADEMIC PRESS) o h7>^yx->^iWSMS: 

ty>>£fc«:/^£f£§ju ^(DhyysWji-yzmmcD^jiz^ 
frb : t(D$iwm&=?-\z&%:~?% : £; z u-±)mfc&±mizmnirz> z. t %*\m 
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cd95 mMz&MTztriftvmmspimr&Zo tsbtzmibistt dc 
n-i2^iEji^ffl©**tt:#$a^. cd4o zmmtzmmmmomm* 

mi%V<\mmKmmft&%ft'Dlfifc%M& 0 CD40L BIACore ©£ 

5&^®y^X^>&«j£i£B£^T, *IJgteCD40 £T»ngttCD40 U#>F 
<Dm&%$ifti>m$'t2>'fr E o &5 Wi,B CD40 

o Tfr^> $ e> fc FLAG LT#f ^W^fe CD40L ££t FLAG £i##&TT 

^Jn1-^e:tT> pJ^i4CD40L©> t h B U >7t-YiJ|±CD CD40^<Z)^<&£ 

•ko^^tdas-rsJiftoajWj&^fliT^s. cd4ol oft ok, cd4ol& 

□ -H-r^Jte^SAfCfcO, M^®tc^<© CD40L £3SSbTU£|&JfcA. 
*SV>ttj£S&Lfc.DCfc:CD40 U#> IL-12 ^glflifcl 



(l) yzf-xx^r y?ttVf<Dm£ 
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(a) mmmm\z^mv.mojt^v^ytiy-( vmxfi ifnt ©#&&-? n-12 

Z.(D^(D LPSii^tt lOpg/ml 3^6 10ng/mlT&D> IFNr©it^ 
10" 4 M^e> 10' 2 MTa5^ o Ug/ml K±©ft#»^ »£L< ft 0. Ug/ml EU: 
©ffiftfc&lC^T^flOr:*-*^ ^ ^ JrC CD40 G28-5 
JStLfcttiJ: D fe IL-12 04ii^u 0 lxlOWml C8|0Wttl:jK* 
i§g 0. Ug/ml EU:j&*&jra2nfc«£tC lOOpg/ml EU:© IL-12 *U*£ 
Wiljug/nl £l±»^nfcl^i; lOOOpg/il BAJbCD, $?£b<te lOOOOpg/ml 
ELb© IL-12 MSSns. (^«H9. ^WJ13^#^©^i) 

(b) »tt«nafci§^i/» »jR«eiis*fij6f»s-e-«^*wrs. i^fc, 20Mg/mi 

E*T©»&» $?£b<tt 0. l~15/Ag/mL $e>lC$fSb<« 5-15/ig/ml ©^ 

(c) B«fi«fa[|IBlB*fc»l/T, CD95©»SiS4l£T5ett#G28-5tt#«k?) 
feifflrJ. E©4§£\ 10tfg/ml EUb, #£U<« lug/ml EU:, t£ Zlzff^L < It 
0. ljtig/mlEU:, <k90F£b<ftO.OUg/mlEU:, ft&$?£b<te0.00l£tg/ml 
£i®&SKfc»&fc:43V>T, G28-5 ffi#£#Jg£L;fciWfc<fct> CD95 ©f§3£t£4£ 
J11-^mtt^G28-5in;#:cfci9 : b^V^ CD95 ©36S*teirr*iStete"3V>T, fctft 
&ft 10/ig/mk ljug/mK 0. 1/ig/mk 0. 0 1 p, g/ml fcfc^T G28-5 ffifc&ZiMt L 
fcf»©^«ETF©MDT&3 (tl). 



* 1 







10jtig/ml 




1 PL g/ml 




0. 1 /a g/ml 


20, »*b<tt6«, <fc00F£b<«$7« 


0. 01 m g/ml 





cd95 ©«a*«ffi3i*r*tv>5 cttt, ftmnmmm&mmw&mmkhrzz. 

t.*Mm-Z>o ::T, B«fS«iUTIi, Ramos *fflj&> HS-Sulton*fflfl& 
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tmtfZn&o fete. Ramos m&l&rt-lry MJ>AJKT£tK thcoJE^^cDB 

6, 2&&M<DZL£) 

(d) B JnJ&ft&fHl&tt (Ramos MX^HS-SultonttUfi) fc$f UT DNA£-j&, 9- 

$^>®o&#> *«(*aiiii , r*i&tt^c28-5tt#«fc»3 fern*. z<Dm&<Dffi# 

mm\$, 'pi£<£h 0.05m g/mK $?£L< 0. I~15Mg/ml TS5 0 (HJSM 8 

(e) BIMii»t^bTM5ii-r§. (HiS0!16*#JW<OCt) 

(f) CD40 U#>F© CD40 fc*rT5ig££fi$b&V>. r|fi#L&V>j ttt, 
CD40 II^^^l^lTSotfe (^StHS#^ftt5i^T«^T 

Ktt#3W#fiEbfeVi*^^WSflEte, CD40L#CD40 £ 
*-T^o CD40 U#>F£ CD40 ttVi*rn^*5VittjR^*iJg^gSM*S^ttDr^F 

±m^m^mt^mt. mx.it, m ?v f-^km302-i (fermbp-7578), 

/W^U K-TKM341-1-19 (FERM BP-7759) ££9^£2ft£„ 

mi 7). *»WttA-f H-*7KM341-l-19©^jg-r5^/^n-^;^#:o 
4>fc<£fcfi«p5T£®«, fcb<«fig[^5^n-F-r^ DNA, fcStffcSgSgTiJ 
^<S«*3-F-r*DNA*Stt-r«- MS&DNAfcJJIJfcflll 7 fc:fcV>TSB«£ftfc 

m \z «fc o T*S€ $ ft 3 t y # □ - fe U < tt<t ©atg j$$r Jt -5 . 

(2) y>^zf-7,^^ yzmfcomG 

(g) CD40 fc#T*U#>K©f£JB£*?jrrs. riJ^>H<D^j £ 
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(h) b mmm&mm&±<D cd4o \zi$tz> u #> h*« cd4o mmmmz^z.zm 

MJt3£ilJJ§#U:© CD40 }cM1-?)T^-7,x^ 7 £ fcflMB £^$&^„^cDff^ 
«5D12«fc0'bP^ o rcD40»3i»IftK:-**.*IS*J t\t. mmMM<D%mk*M 

CD95 (Ommm^U^^M^-t^o DC iCfcHTtttfiRMk CD86, hla-dr^ 
9MI9JU ^#"TS T*fflfl&0«v ? >®O&#, *f«£<0i£jl, IL-12 ^ IL-10 

ftfc«^n7U>tt#K:<fcS*«fck ignite 0. Ug/ml 

K±©^i^n/ij z.t\z&r)ftt>tiz> 0 cmem 
cd4ol # CD95 <nm$i%mmz j &z>m&&M%ixi l z*m~? 5. * ^i^tsM^ 

£T*«U f^fll^JSSlSnfc CD40L iC^UTt), £H£££§ftl&3 V>«<£ ftt-S. 
CD40 U if > H (jE*0U#>h\ U #> 

CD40»SIBJafcJS^-r*i:» ttrtTy^ei^^LT, ft 

mm\zmMmm±iz cd95 (Fas) siss-r*. tot, *f&m<D7>?3-*7- 

CD40 fci^nrtCfcO, iE^^te^MFLT CD95 

<Dmm**mTz>o c<5i^©fi#iittt, ug/mi eu:, ^kijo. ug/mi 

(j) DC ±0 CD40 C»lT7>^^Xf^ y f /^t>S> CD40L # 

DC &»ttfc*-5i&tt£«»XH+ft^3.DC ^nT«±©U^>HI:<fc 

^•3fc^#:S^©DC tltti^#^5^'J>/«flt DC £ Tl 

Tf5^>OSiOji^i0iSns, 4>&<£fe 0.001 

tfg/al T*t), iffmVKUO. lM0#g/inl T&So (H»!ll 0$#JH©££) 

ifar^n'-XTV M^'J K-VKM281-1-10 (FERM 

BP-7579), KM281-2-10-1-2 (FERM BP-7580) (2001 ^ 5 ^ 9 Hft, Sfe3£ffftSA 
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&£6) ), 4D11 (FERM BP-7758) CkD^ns. 

<fc?K £&*-y-/£7*©fc©K:gifeb'5£ mx\i, EP 314161 ^IRSr#flg© 
£<h)„ Mm (heavy chain) ©pJ^fSJ££> *-©£IMfi©U-:/£ ^ZOJ^tM 
(constant region) 0fl*tf, &ftm*M<Dffifa<D-V-7'? 

y** IgG2 &3 V>« IgG4 fcXi*r3C:£fc:J:?K Fc t/-t ^-(c^&i^g 
'SiST^ia-SCi^W-liT**. Kabat S> (Sequences of Proteins of 

Immunological Interest, 5th Ed. Public Health Service, National Institute 
of Health, Bethesda, Md. (1991)) K «fc £ , b h trC # fi £ , EU index 
118 (Ala). 119(Ser)fflSffiteNlieIsite (GCTAGC) ^iAU H©«HB»*&ftoT 

tifb-r^citt^o, j^yt^fn, ffio-y-^^ 7^© igG toa^i 

T*ttfc«kO,FcU-fey^-fc^*r*«g^«S:ISTS-Br*Jl^auiid J., et al. , 
J. Immunol. 1991 vo 1 147 : 2657-2662 )> CDC 8H££igtD3;fctt«4>'r* £ <h fc pJ 
i§T&<5 (Tao M. , et. Al. , J. Exp. Med. 1991 vol 1025-1028, Idusogie E E. , 
et. AL, J. Immunol. 2001 vol 166:2571-5) . ADCC CDC fc£©ffU8 £ 

iittSfc&K:, ^tb-yr-JirvXifi IgG2^> IgG4 ©ft# ©#££»!?- 3££fcpj£i 

sfc, *5fiw©^©iii«snfc«si^w*r*BsiijBi««fc*fc, &%w<d 

*©«J:5fcffi©li&£©ig£m?&oTfc«J:t>. it*s!J&^ U 7t£«> 
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t 'J 7fc©a^tUT«43n5tSSltt t 1 (Ufc^&fi 1kg &fc<9 0. lag 

^x\$, ftmrnmitm m^^ovxnu mm^m, tammm, &~z%.mmm%! 
(^ix.^ u^9\ w^t:^^, ttttnj h"? 

wm*nmz, tafc*m$itz>z.t\z£y), &k> ^mm^m^^^-rtfiw^ 

u-n<D£.mfem$:mwit-Tz>z\tx\ cTimmftmvm^-mmmznzo ctl 
mmiz^y)^^jixmmmm^mmmm^w^T^mw:<Dm^^m^n^o 

£fc> ffi^JJll#wrr£3££^£ CD40 {c^-r^>*n:#:-ea&«3^^e»> CD40 

fe^, cd4o &mi~? zmfflMizu&mmK&mm&zwzmmzfflmL, 
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dc Mfi£»*wfc«tefcT*ft##*ntt, mmmtzflimm'&zn. cd4o 

— CD4(H;:#^#jl£i&§<&U CD40L<D^^§ffiJ^JU, &:fcrtO, CD40 Sfg-ft 

tcfcoT'b CD40 ^mm\:vf^^m^^t^n^ 0 zn^x^zm^ntz}i b 

* ^tfttt^ CDR ^77t^ >^C £ 3 t hMfciniftte, ^M14£gr2 £ 
$n^fcJ6, CD40 U^>Ht©^^aft5i#:tbTHt h#C#^M£b^„ 

mite. KM302-1 CD95 ^*<SJif £^m£^-ffl-l:&£ 0 

02Ate> 7>*rf-X^ y^lftflc*tRaios»tefc»f* CD40 U#>K©« 
€ £ 4« ?D f 5 H £ £ ^ f 0 T * 3 o 
02B tt, 7>^rf-7.'T-^ Ramos fflififcSrr* CD40 U#>F©jli 

0 3fciu KM281-l-10tt##RaiosiffllSfc*tt-5 CD40 U #> H^flS^S^fBf 

Bl 4 ^UStlfc KM281-1-10 tfctttf CD95 3fe££iEiibfc^|g*&j*-rBn? 

0 6 fciu KM302-1 Jri#:fc:«fc*Bj»aillSft:#t-*ii^«S****-rHT?*S. 
0 7fi, KM302-1 jfifl* DC *fi©lS»ft:*fiji-r«IS***-rHT**. 
EI 8 «, KM302-1 #flc#, DC MM\z IL-12 4Ji*ffi3fr*IS*S^B7?*-5. 
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o 

H9H, KM281-l-10#i#K:<J:5, DC \Ztt? Z> CD40 U#> F©«!ft£*;ftlT5 

Hl'Ott, KM281-l-10M#:{CcfcS, DC fc^tS CD40 U #> F©|ft€f&*;8rr 

HUH, KM302-ltt*fc«k**J«J»DC-MLR*ffittft-rsti**'tH ,, C» 

B12H KM341-1-19 titftmifi* Ramos M<£> CD95 aSftfiJfr-SIS**^ 

H13H KM341-1-19 fiJ£J» DC HBJfiO IL-12 ^aiSffiJifSlS*^ 

KM341-1-19 Intf*^, ^DC8BJ3§CD IL-10 4fea6S4E3t'r*»*S^ 

H15H, 4Dlltn:#:^> Ramos fflm\Z#iTZ> CD40 U #> F<£>f&££4« ftrT* 

01611 KM302-1 b bJl5iiB»*IV^7 ) ; ex;i/{C^ViTfeT;M«^I 

H17tt, KM341-1-19 tfcto&*> K*«Jfifc:»UTJi«l«lfli!iai****rHT?*a. 
018H F4-465, 4D11, KM281-1-10 *«ft|gC«FftW IgG ©g^fcfflJffiirrs C t 

H19tt, F4-465, 4D11, KM281-1-10 #sftlgtt£ft IgM ©£££j0*tra 21 1 

S20tt, F4-465^MKlRBMJfiC!}JttM[^Mlffi , r ^CtSr^f 

tun 
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(ATCC No. :TIB-39). Ramos B M (ATCC No. :CRL-1596) MXfi\zWZtfc CD40 
ttfcmtk/UfJ K-T G28-5(HB-9110)&tf5D12(HB-11339)te, ATCC^SDtA 

(2) ttm<DR&tttSk 

th CD40cDNA (Genbank Accession Number: NM_001250) £gfH£:LT, J^T 
oy^V-S/B^T, PCRtCcfcD (95"C 5 #\ 55*C 30 72*0 30 #) X20 

: 5' -CCCAGATCTGTCCATCCAGAACCACCCACTGCATGCAGAG-3' (I3^J#^ 1) 
^7<V-2 : 5' -ACAAGATCTGGGCTCTACGTATCTCAGCCGATCCTGGGGAC-3' (I3#l#*§- 
2) 

ififigbfccDNAte, pFastBac^^- (GibcoBRL) ^ U 5 1 >->^;l/gB^J 
(DM, kh IgGl E&3feFCXte^X IgG2a S*FCM^©fu£#Abfc„ CD40 £ 
m<Dtc#>, &ft*.A*:xD'^;i/XfcJu ffiffl^ttUfc^TMbfc. Tn5 
ift*llf*!>^^T*ft*tfc*, 4BJKH§§lbfc. ±«ftt, 0. 22nm7^;P 
^-T'jllLfct, ProteinG sepharose (Amersham Pharmacia) £»IU 4*C 
"T^tcSfibfe. — 8fe&* sepharose A fc^U 20 fg^tt© PBS 
bfc 0 tKCD40 FC ISIH 20mM^'J->>MW (pH3. 0) fc£ 0 igfflb&o 
CD40*«WJSSffifc:|g31$-fr-5fc«)©^^^-tt, Randolph J. Noelletf>6A# 
bfc (Inui, Set aL.BJI. 20, 1747-1753, 1990) „ cDNA \± Xbal fc<fc 0 Bill 
«I»rU PCDNA3 (INVITROGEN) fcifALfc. EHIlliiAU, 0. 5mg 

/ml CD G418 (Gibco BRL) #«ETW*-TS2:i:fcJ:Oft^583S*&»fc. CD40 
(D&mts FITC-i&^ffikh CD40tt# (Pharmingen) &m*> FACS flWrfccfc 9 5S 

(SC20) Rtfk h IgK«Sh7>*5>-> (KCo5) £fli!l$K:#j$-t*. 
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(SQ2Q)*Um?Z>~?V7s%mr&K), MA^ff (Tomizuka. et al. , 

Proc Natl Acad Sci USA. , 2000 Vol97:722) Kf2^$nT^£ e A^Hv<j7*£ 
%^%Z.t.\Z&-oX, ^TfC^-rA-r^U b*-x\ F2-103, F5-77£flX#Lfcc 

mm b &ftEH4 ig nmas « mumom^ \z-o ^xt^m^x$> o , 

kh IgKilb^>X^-> (KCo5) £{£j#T3v<}X^j££ (^>Xyi^-^ 
X$> X> , #I*J2 Fishwild ZomB (Nat Biotechnol. , 1996 Voll4:845) 

\zmm-£tix^z> 0 

m^^7.(D^M\zxri%^ntc^m^\z}i v igmm.'Rxs Kmmtmm\z^.^ 

ft£{0#:(Ishida&Lonberg, IBC s 11th Antibody Engineering, Abstract 2000) 

t^z^-DX. mmmm&i&gft&QA^Mx&Zo mm-?ox%fim?z>z.t 

tioT, ^Tfc^TAl'yU H-v, KM302-1, KM341-1-19, KM643-4-11, 2053, 
2105,3821,3822,285,110,115, KM281-l-10,KM281-2-10-l-2,KM283-5,KM292-l-24, 
KM225-2-56, KM341-6-9, 4D11, 5H10, 11E1, 5G3, 3811, 3411, 3417 
Kuroiwa e>#*|g£LT^3 k hirift Lambda 
(Kuroiwa et. Al. , Nat Biotechnol., 2000 vol 18:1086) h£H : <D%.&^mz 
m^fco £<D^X^6>te/W:/U H--7F4-465 £&#Lfc 0 

k h CD40 (C^-T^b h^Ey i7n-±;i/in:#:©p^ 

(^giSIf, Itmit^fT 1991) tf3m$n^-^6D^^^TIiMLfe 0 
MitT©kh CD40 te, §H«J 1 TPMUfck h CD40 k h FC <t CD40 ^ 

k hin;#:jg^'7^XlC,CD40:liFc £ lf@#^fcD 2^6 100m g/HTftglfc, 
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U &T\Z$t%m\ZfttfT&XLrco ® 10 3 mmZtiZ 3-4®&-g£fTo 

SfcfoU stm $<D CD40 \ZttlT%lih&iftr ELISA ^^Tffl^lfc, 
I«£i$tiS-r3 3-4 BMfcJIMU D > PBS K:i£fi?Lfc CD40:Fc £ 

t htrifcmZi^VZiz, t h CD40 ^it^T^^ EL-4 *fflj®£&-&LfcoEL-4 
iftt lOWml T PBS IzmmL, PBS TIYJI^^h ><fcb&#*© RIBI Tv 5 
o.A*> hiM^fc^bfeoM^ 10 3 jlfi.1£££ 3-5 (U^^^ffo 
Tco 7z?3.rt>hZm^f3i^&\t, 8000radTX^M#bMV^Co 

P-TSP2/0 (ATCCNo. : CRL1581) t 5 : lt'i^U M££fl£ LT#U 
>^U3-;H500 (Boehringer Mannheim ftM) ^JS^"^^^^.?) £ £ \z 

Stm (Fetal Calf Serum, FCS) £ k#^-y->5f>(H) , Z^/^fUXA), 
y>(T)$Mtl» HAT DMEM (Gibco BRL 4»Tigirr3 d £fc J: 

>fcbfec igttte, 96 «>x;^-r^n^-r^-yi/- h (^h>5^y^>V 
>&®D f Tfr-^fco tfet: h CD40 k h=e/ 2 u-^)im^M±-r^ A-f F 
-V^P-><Dg^ U*iJ-x>^) fci, ^wj4T^-r^^m^^® 
(ELISA) fe^^m^S^-fe^V-^- (FACS) fc«fc !J«!ljrr-5 £ £ 

t ht;^D-tJPfi#I4A'f F-TCD ELISA U -x>^«, 

OTfcj&^S 3 mmo ELISA 43 FACS ffiffi\z£K)^ t hM^n^U> r i 
(hlgr) hft-gE?P:/U >MU i^t h CD40 \Z<$mmt2:KJfc 

^nMrn^wxTo^-ftiommm*. ^trs\zmmm\z^n^u^^t 

VT7jkLfr%$Zt£\$m$ s \z£iUT\Z.&* <DifW$<D\i htrEb h CD40 t/^D- 
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KM302-1, KM341-1-19. KM643-4-1K 2053, 2105, 3821, 3822, 285, 110, 115, 
Fl-102, F2-103, F5-77, F5-157 

KM281-1-10, KM281-2-10-1-2, KM283-5, KM292-1-24, KM225-2-56, KM341-6-9, 
4D11, 5H10, 11E1, 5G3, 3811, 3411, 3417, F4-465 

^tnzofa 3 oavw yu f-t^d-> km 302-1, km 281-1-10 km 

281-2-10-1-2 fc¥Jfc 13 ¥ (2001 5fi9H#T, ^ n- > KM341-1-19 

4D11 13 ¥ (2001 ^) 9 £ 27 B#T, ^ a-> 2105 14 ¥ (2002 

^) 4^ 17 Btt^&iLftWimAmM&wm&wnm wn±mm^>^- m 

iIo< «TUm lT@lSil 6 ) H^^X h^^j^S^^H^teb 
£:<> F2-103, F5-77 43<fc^F5-157 0Mm43<fctK^©pI^^^-r^^7X5 
2001 ^4 3 19B#-e, ;W^'J H-v^n-> Fl-102 43J;tKF4-465 ^ 2001 
¥4E 24 0#TATCC (American Type Culture Collection. 10801 University 
Blvd., Manassas, Virginia, USA) (7* U #ffl&«i§«JKiim, 7^ U #£&H V 
7-zS-7W 20110-2209 10801 A-5/T--Y r/^A- H) fc:/^ 

X h^tSo^ffl^fttfe (^2) 0 
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2 









DT?T)A1 nT> 7C70 

rbRM BP-7578 


imno 1 1 in 


rMM BF-fb/y 


T/UO o 1 0 1ft 1 0 


rhKM BF-7boU 


T/IIO it 1 1 1ft 


rMM BP-7759 


4D11 


FERM BP-7758 I 


2105 


FERM BP-8024 


Fl-102 


ATCC PTA-3337 


F4-465 


imnn r\T A nooo 

ATCC PTA-3338 


F2-I031i3i (F2-103-H) 


ATCC PTA-3302 


no ins iSx£«s /no mo i\ 


Allt rlA-aoUo 


F5-77 MB. (F5-77-H) 


ATCC PTA-3304 


F5-77 mm (F5-77-L) 


ATCC PTA-3305 


F5-157fiit (F5-157-H) 


ATCC PTA-3306 


F5-157Hm (F5-157-L) 


ATCC PTA-3307 



HJSM lT^MUfcth CD40 VC7XFC (Ug/il) 50m i/^x;p£, elisa m 
96^-7^ 9w7u—h (Maxisorp, Nunc ft©) OD&tfxJl'fcinJiU 4 < C"TM >3p 
n.^- h U th CD40 T^XFC^T-r^n^lz-hfC^^-e-Tto #V*T> ± 

«±m (50m1) £in^U K^S-frfc^ €-^xJV£, 0. lXTween20^WU >il 
W (PBS-T) T^#tyco ffl«fl3Hi*T!*«ISn«:ir^tfiit: h IgG (r) 

Mft A0170) * 1*FBS #W PBS-T T 5. 000 tefcSMKUfcigifc (50^1/ 

£x;i/) #£x;HcJ0*, -fHa^-hlfc. T-Y^n^-h^, PBS- 
^feSM^ (TMB, 50M/£x;k ££^-^-f ML38) £ 

&tfx;ncjn*, MTT?30 4MW-r >^a^-hbfc. #^x;wc, f§sjjb$E (50 

U -^-T»3ebfc. lite well ©«*±t»* FACS Ramos *ffl)&£^£ 

well £Stf, J ecom^l^^|Rj*T^P-r:>^L^ lwell ic^HT 1 £ 
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D->0*j6£#fc. t h CD40^#X FC SrfflVifcELISAThK»tt€:«lBUfc. 
*©*g*, 20e#©^£*j&>5 173 £P->©fthh CD40tt##flj[#-«fc. 

7^f^y^»5"&, 4>&< ife KM341-1-19 t 2105 fct, CD 



3 T^-Zt-J yZtfifc 





mm 




DC 


£gtiN9& 


KM302-1 


CD40 T^X FC 


IgG4 






KM341-1-19 


t h CD40 mm EL-4 


IgG2 






KM643-4-11 


CD40 V^T, FC 


IgGl 






2053 


CD40 T^T, FC 


IgG2 






2105 


CD40 FC 


IgG2 






3821 


fc h CD40 ^§31 EL-4 


IgG3 






3822 


k h CD40 §S3! EL-4 


IgG3 






285 


CD40-7'>X FC 


IgGl 






110 


CD40^X FC 


IgG4 






115 


CD40 FC 


IgG4 






F2-103 


CD40 T^T. FC 


IgGl 






F5-77 


CD40 V>X FC 


IgGl 







S4 7>#zi-7,T4 vZtivW 



H-T 






mm o 
mm 


DC-MLR 


KM281-1-10 


CD40T^7XFC 


IgGl 




mm 


KM281-2-10-1-2 


CD40^X FC 


IgGl 






KM283-5 


CD40 V^XFC 


IgG4 






KM225-2-56 


CD40 V^T. FC 


IgG4 






KM292-1-24 


CD40 v^T. FC 


IgG2 






KM341-6-9 


b h CD40 mm EL-4 


IgGl 


* 




4D11 


CD40 T<>X FC 


IgGl 






5H10 


CD40 FC 


IgGl 






11E1 


CD40V>>7, FC 


IgGl 






5G3 


CD40 V^X FC 


IgG2 






3811 


t: h CD40 mm EL-4 


IgGl 


* 




3411 


t h CD40 mm EL-4 


IgG2 


* 




3417 


t h CD40 mm EL-4 


IgG2 


* 




F4-465 


t N CD40 mm EL-4 


IgGl 
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bhMynyiJ>ii/c (Ig/c) ^t-r^t/^D-tJWCttiiH il 
WHmmT-mmLfz-Y^tfiii h Ig/cfafta 000 ^«L50m1/^x;K Southern 
Biotechnology 1±§l) ^fcfete, ±^bfck h^^^a^U > r ELISA 

V^\iV IgGl irL#:. ky^tnith IgG2 t7yftkh IgG3 tfifcXtetiy 
^3ntb IgG4^#: 0& 2, 000 ^$?, 50/U/£x;K The Binding SiteftgS) 

zm^tcmz* ±mvtc\i h&^p:/u >tSI©elisa tmmizff-otzo 

CD40 b T Iri 5 (fc $ nx V> * Raios MJfc ft? % # * / Z □ - ± ;b 
ft#©SMl£©^W£ FACS T?ff ? fro 
2xlOVml ©tl^T Ramos HflJ&$c£ 0. MaN 3 , 2XFCS ^ PBS CDjfe6/ty 7j- 
(SB) IfflfiiM* (100 /a £96-well*Jl:/l/-N 

^h>7 ? wy*>v>a») i^ftifc. #*©/w^u H-v©«ai±» (50 

Ml) £Jn*., *iaT30#M-f >*:x^--hLfc. lutein > b n-;i/<h bT b h 
A«7;l/^>i:Mt5th IgGl irC#£JBV^ M^'J F-^fctfcfciftT In 
g/ml ©»a?fcWI4U 50M SsiH&fcfiT 15 #|KK >^a^-Mfc. SB Xife 
J*bfc«U 250 {g^bfcR-PEm^il^;bhifL#: (Southern Biotechnology ft 
m 50m 1 £JllA> *fiT 15^H>^^-Mfc. SB 1?2@lfcjlbfct, 
300-500/x 1 © FACS If «ifcfc:S&iBU FACS (FACSorL FACScan, ^h>j>f7 
*>V>lt8l) T?#»lB©at3te!Sl**aijebfc. ^©^m, Ramos JlflJStfcfcifg^ 

G28-5 mfc&MM ^'J H-Ttt ATCC «fc D A¥ b (ATCC No. HB-9 1 10) o 2ft CD40 
W4/\-fyj h'-v^^H>ya'J> (5/ig/ml, Gibco BRL fch 
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h7>X7xU> (5jng/ml> Gibco BRL tfcfiK x^/-JU7$> (0.0 lmM, v 
WlLV>m±hVV& (2.5xlO- 5 nM, ->^7ftfi) ^TeRDFJ8*fi (fi 

flgW90%ic^^fe^T^±?ff^®iKb7t, EPKLfcJtiim, 10 Mm t0.2 

±B*i±}»*6(0R CD40 tt#©l»«tt«T©*fljTff t>fc„ fit CD40 
^ir*g*±m& Hyper D Protein A (B^tf-fv-M) fe^VMiT^^ IgGl 

©ItSlfcltt Protein G#^A (77yt^7 7J^y7A-f^) # 

lotawtfv^fifitLT pbs h , mmmmmt it o. 1 m ^x>^^- 

h U V&mwm (pH 3) ^UT77^^f^ -fllfc. igffiitfm l MTris-HCl 
(PH8.0) &£V>ttNa 2 HP0 4 $ifc£&jbnbTpH7. 2 #i£t:ilbfc. SfiSnfcjR 
2*fl» (10000 *y K Spectrum Laboratories tfcfii) &5W*SP# 
5 A (77>/fA77^y7;HtT^) SJB^TPBSH ttit, 7L^0. 22 
Mi0^>77>7^ ;i/^-MILLEX-GV (MILLIPORE §£) T33a«»Lfc. fftfiirL 
#©*&tt280 nmCDK^SESaHSb, 1 mg/ml £ 1.45 0D £LTlTfcBbfc 0 

C^WJ6) Ramos iStt tc^^-5fft CD40 Trfx^-^W y^tt#:fc«fcS CD95 f6S 

5.0xl0 5 Wml ©Ramos 96 *73L)V7\s— b\Z 100/z 1/well T^lffi 

bfe (17xJ^fc?) 5xl0 4 i@)o A-f 7*>J ^TStlSXttSSRft* 20m 
g/ml fciM&TWRU 96 #x;w:/ I/- h 100/z 1/well oaftgTifobnbfc. 
J&Sft, »n&Hlae> R-PB *M«t CD95 (PharmingenNJ) SJBV^ FACSCan S 
5W*FACSsort (12 h>r>y4>V» ^otilfbfco EHlil^t, 

Ei^^#ttcD95 ozm&m&TK't. tK#mx\*xi&. ^mia^mm^^vrnvrco 

KM302-1 tttttt* '&to<D$i#T*&Z> G28-5JfC#:fctt:bT, CD95 SSSi&J: 0 ffijtf 
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mMM 1) Ramos iBffil&fc&ttSfci CD40 7>^Jzxf^ y^ttflcfc«fc* CD95 

1. 0xl0 6 Wml © Ramos 96 £x;V:/l/- h \z 50 m 1/well tilt 

fe. K--7»*±»Xttll»lri#* 2Mg/ml fcigJ6T?WSU 96 £x;i/ 

71/- H'IOOm 1/well »Ibfc 0 pJ^14CD40 U^>H (ALEXIS CORPORATION) 
£ 4/ig/ml <h#t FLAG K# (M2, ~>£^) 4Mg/ml <fc*fgJ6fc:«SJPU 96 £x;U:/ 
I/- Mc 50m 1/well miMVtco -®ftm®t. BMZMtb R-PE MSi CD95 itifc 

(PharmingenNJ) £/B^ FACS bfco EI 2A> E 2B, 0 3C^$ 

^1% 0+#ttt« CD95 0383Hlft££j*-r. KM281-1-10, KM28 1-2-10-1-2. KM283-5, 
KM292-1-24, KM225-2-56 ©#/W 7U K- bfctft#T«l£te:J >hD- 
^EgatST CD95 <D^£WJbfc. 
0 3JC^^T, KM281-l-10*rC#: (T/WIO &&©^#:Tr&<5 5D12 Mft 

(*JfeA*;W 3&«tot"36^b^ CD95 ^£MiJb&5a*ofc0K:J£bT, CD95 ^ 

1. 0xl0 6 ffi/ml © Ramos IPIJ&8j9tt& 96 ^x;i/:/l/- hie 50m 1/well tiib 
fc. A-T^U F-^tt*±»XHttfflfi#£ 2/ig/ml fcigi&THMU 96 £x;V 
100m 1/well ifcflnbfc. irtt h IgG#i& (x^V, 13382) &<5V>tefci 
^£7, IgGtfCft (Biosource, AMI3401) £ 4Mg/ml £&3<k'5igi6fc:^JnU 96 

^x;i/^i/-h^ 50tiiM\\mMLt£ O -mmm&MM*m®h-mmmu cd95 

(PharmingenNJ) £JBV^ FACS *«oT»«fbfc. Ill 4, H 5 fc*S**ja*-r. 
CD95 ©f6?S9SlflE*S-r. KM281-1-10, KM28 1-2-10-1-2 0# A -f 7U 
F-Tj&*£jgbfcffi#*T?tt CD95 CD^SWSIbfc. b^U 5D12, KM283-5, 
KM292-1-24, KM225-2-56 ©#A< F-T#£&bfcffi#T» CD95 <D%M%: 

mzmmistz. 
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IMMM 8] Ramos iittfc&tt&in; CD40 T^fn^xf y Ztiifrte&zmjtLmM 
1.0xl0 5 <S/ml 0 Raios MM. HS-Sulton f&Mfttft 96 0JUV7U~-h\z 100 # 
1/well T*fibfc. »«tftflc**Vitti>r*ttCD40 U#> Ftffi FLAG (M2) 
£©«S£'»£i&JftK:SlsiniU 2 BJ&£&, 100 m Ci/ml 0 3 H-Thymidine 
(Amer sham Pharmacia) ^ 10m 1 ^sJnbfc. 18 P#W&, Macro96 Harvester (SKATRON) 
II ^ T , Printed Filtermat A(Wallac) i: /\ - ^ X M , §£ *i 
Betap;Scint(Wallac)fc&<«U /^ydr-5?>^ft, 1205 BETAPLATE 

^T„ Ramos mm. HS-Sul ton MflSt fete, KM302-1 ttfr*»JHlUfc»^fc, 

© G28-5 fcifl^ CD40L tjt«UT, 3^ ¥><Dm Dfc*j&*te< » KM302-1 #t#** 

C^JS^J 9) CD40 ^ft#ta§t«ttc!)ffitt 

(1) ftm-Rxfism 

Il^-fk h IL-4 « Genzyme techne &<fc D JfAbfco fcib h CD14 MACS beads 
teMiltenyi Biotech GmbHS:<fc DMALfco Lymphoprep « Nycomed Pharma AS «k 
DIAtfc. #ltfcfli&>fc#*tt, DC mmmz\t RPMI1640 (Gibco BRL) \z 10* heat 
inactivated FCS (Cell Culture Technologies), lOmM HEPES (Sigma) , 55 mM 2- 
mercaptoethanol (Gibco BRL), iSlfe* h 1/^ (p^H) ljjnx.Tffl 
Vifeo 5feft^©«IIfiite#JCtt 2% FCS (Cell Culture Technologies), 0. 02* Azaid 

mm pbs (Sigma) Mmmi&m\zfea*£MxMftm<D±)Vrt>ij--%: 

(2) ^**DC©SI# 

*iltJ; O Lymphoprep V>fc®g$JE£'&fc«fc 0 u&(PBMC). 
£tt£ir[hh CD 14 MACS beads 5^3 >*r§ £ <h \z£ V CD14 

IBtta^tlftttliiMc^dUfc. Bttli^fcfitft^at h GM-CSF (50ng/ml) tU 
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MIkh IL-4 (100ng/ml)£8sJnLT\ 10*FCS ZmnVfc RPMI1640 igMlZX 6 

weii 7u-bx*%mist£o igmmi&mommmmz ixio 6 /mi x- 1 wen t 3mi 

ctM h^-f >tz£*±.mmmx-sts) xmrnv, &weii (cMtfe. ^ 
^6 BBizteMMzmwv. mm.m.^mw^ ±mmm\z ixio 6 /mi vmrnxm 

ib, trt CD40 irC#:XJ»©7< V^-ryOT&^iPbT 24 well bT$£ 
MfclxlO 6 ®, Mi§^ lxlOWm 1 ) e 

(3) ttM^7n-i}--i' b*-?-lz&&Bffi 
m^Zimnik-niri^(7-(V^^^m: rat IgG2aK #lCD86 JrC#:(7<7 

*-f:/*rJ!g:^y h IgGlK m CD83 fet# V*"f T^i^y h IgG2b) 

fc. £-f> 30 #\ 4t:^>^a^-hLm 3HI©i$fc&U Beckton 

Dickinson &IS FACS Calibur £^Tfi?#T£fT^£:o 

(4) Mature DC izttTZ IL-12 secretion jtgO/Cil 

ilHOJ;? DC ZntcWi, LPS (400pg/ml) <h IFNr (10" 3 M) £]!JD*_£ 6 

Jc2 0fTOig*M/« DC£f#fco Ctl(C^:CD40in:#:^fe«T-f V^-ry^^ 
KWmliPx.. 24 Btf B m(D±?ft^ViT IL-12 ©g££ELISA (Pharmingen ftM) 
mzXMfeVfco 

(5) %a$k&&zfmm 

7zi-7sJ-4 y Zm&X&Z KM302-1 DC ©«{bfc&&T^#:<Dl^ 

§0 7l:> ^DC0IL-12^«^-r^^0 8fc^-r o G28-5trC#^#Mt 
bT/»tf>g^£tf;^fc. CD86, HLA-DR©^£j|fcg£|l, G28-5 ffifotik& 
VX, KM302-1 ^#T&$!^cfg3I^±#U ?tet)1if&mm&n.m-21£2> Z\ t 
fA^tltc 0 Sfe, IL-12 <Dfti&\Z~0\/^X\&$(M DC 'N© KM302-1 $nQ£<D$\iW\Z&. 
■oXKmt&ZttfTrs'Znfzo U±iO KM302-1 DC Wt57^XT 
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CHJS^il 10] DC-MLR 

-dTzo jW#IB£PBST?l!raU Ficoll (Amersham Pharmacia) (D±\z&fr\z 
m^tc a 2000rpm30#3I^U f fflM<D PBMC gE#£[UJK-f 3., PBST2lHl&^b 

DC MACS (Miltenyi Biotec GmbH) Zm^mtt<Dm 

^•tcLfc^oTfrofco ffim^H^-r^t.PBMC lxlO'fSlc^bT, MACS Buffer 
800^1, MACS CD14 (Miltenyi Biotec GmbH, 502-01) 200 /zl £»JU 4*CT 
MACS LS # ^ A£M£®«£-a\ 2$fc#bfc„ # ^ A £ 8^* b 
bT®i|XLfco # ^AlcS^bft^ofcMl;:, MACS HLA-DR 
(Miltenyi Biotec GmbH, 461-01) £»IU BS # y AT? HLR-DR B§ttM£l& 

•su TMMmft£Ltz.o facs^d cd3 m^mmoitm^mmb. imrnm^ 

JSLiz. lxl0 6 M/ml (Dmmi: lOOng/ml © IL-4 (R&D system) , 50ng/ml © 
G-CSF (KIRIN) , 10%<D FCS (SIGMA) &&tS R0 Jg*fe (PPMHSift^, j3-^;W^^hx 
(Gibco) .HEPES (SIGMA) ^^JPbfcfe©) Tig«bfc„ ft* 5 BM^ 
lOng/mlcDLPS (DIFC0) £»IU J« DC fee 

MLR l*, H&3t h^£>#iiiLfc, TM^^^DC^^-^t-^CttcfcDfT^ 
feo TM/DCWMft^n^tU 1:80£U T*|H 2xi0 5 « / /^x 
)lt?Z>o £~fmWl^ DC ICfci^Jnx. 30^FM$t^ o T»$J]D 
4 B^ftbfcmt, 100/iCi/ml <D 3 H-Thymidine (Amersham Pharmacia) £ 10 
l±\ miQVtco 14 mm'&, Macro96 Harvester (SKATR0N) £ /8 V* I, Printed 
Filtermat A (WallacHcA-^* h U KiMkft Betap;Scint (Wallac) < il, 
n v >r- i?>tf'&, 1205 BETAPLATE^>->^l/-^3>*^>^-T?^'l4Sij^ 
Lfec £fc^J&^£^fcMLRte, H&3t r^S#mLfc, T»tMDC 
S:^^-r§^a:^<i:DfT^fe 0 T M/DC ©MJ&Jfc£^n^tU 1 : 40 tLxm 
mizft-otco 0 9, 0 lOlc^^^To KM281-l-10m#<a^in£J;D^ v>© 
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M&^/W£<, MLR ^ix.btl§ot^%$nfc 0 m 10 iC*V^TKM283-5> 
5D12 tfimt DC-MLR £»JT£f\ T&b^ KM281-1-10 jn#©^ DC 
CD40 U#> K©fl^^4 ) fPT^.7>^3*-Xx^ y^#T&3;i<h^3n 
fco 7^~X5V yZtiifclr&Z KM302-1 intf^*, *fiJ2J» DC ZM^tc 

0 KM302-1 «*j£$DC MT57^-77-'f ^ttM5uW$nfc. 

11) CD40 £3 CD40L © CD40 ^©te£t;R&?JMS 
BIAcore 2000 (fc7^7) &m>T» ffi CD40 HJtfc^nfc CD40 t h 

FC T»T*te CD40L © CD40 ^©«S£*©gfc£8!j£bfc. &m\Z 

tfflSLfcKWfcfcft^ pJi&'l4CD40 k h KZCM^y? (CM5, ^7) fcgjg 
tebfc. (Mg/ml) ©tfcCD40ta#£8&;&nU CD40 $ £ 

£ 10 (Mg/ml) ©!WttCD40L£iS;bnLte£$ii-£. CD40L aanit&&©*g£*© 
^^M^bfcc 3>Kn-;MgG£SsiDbfc*<&, CD40L Oig^*tt 100RU tte 
r>Tz.» KM302-ltfc#«Sin&Ttt, CD40L ©jjg-nilte: 110RU tfc K) % KM283-5 mfcm 
Ua'&T~\t, 18RU£&ofco Z\n\Z&<0, KM302-1 ifC#:« CD40L © CD40 ^©ifiS^* 
£8 b & d £ tlfec 

C^JSfll 12) Ramos HHJSK:*tt«5eiCD40 7d-7f^ y #irC#:fc:«fc5 CD95 851 

4 T# 5 nfc/ W :/ U F - ^ 6 ©#£ fc fig o T$?#r 

5xl0 4 «, fDJ@8t&2. 5xl0 s {@/ml) o m 12 fcJgSS^t", 
©ft#»g£, «Wtt¥^«3t3H«, T&;bt3 CD95 fg^MftS^f. KM341-1- 
19, 2105 mmt, 0. 01//g/ml &±©*&T&fc©T£;*ffi#T*3 G28-5 Jt#ic 
ifcbT, RamosllHI!&K:^UTCD95 56^*J:D<lg5i-rsc:t5&^$nfc. f&:bt>, 
iD^CjS^T^f^yfTfcSJlt^nfc, 0.0Ug/ml T 

KM341-1-19, 2105 ia#© Ramos MJJSic: CD95 ^^ifjfr^Tzf- 7. 10 
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tfg/ml (DG28-5 ffi#©*Sttcfc (El 12), *n^n©tfi#*£fc:i3V:>T, 



(/zg/ml) 


KM341-1-19 


2105 


F5-77 


F2-103 


0.01 


5.7 


3.9 






0. 1 


7.0 


7. 1 


1.2 


1.2 


1 


5. 7 


5. 1 


1.7 


1.8 


10 


4.5 


3. 3 


2.0 


1.7 



mmm m cd4o t^-xtv v ^^mz^^m^mm^mt 

^»«9©^fc^T, CD40 vPfomz&Zf&mVC <D IL-12 

^^tXlL-lO^fcRSf^tf^W^fc. IL-10 teELISA (Pharmingen 1±g9 Sid 
T«9£Ufc. HI 13 &£tfm 14 fci8§|l&3*f. KM341-1-19 ^OjSlil^oT 
IL-12 ©^W/Litf^^t^^nfco 5000rad CD40 

U #> IMM* 2xl0 5 Wml &#Si§rfc«£Tfc* IL-12 £ IL-10 © 

ig«<«^« 254, 51pg/ilT&tK KM341-1-19 Ug/ml jfe&Dbfcif^ 

£U:<fc9 KM341-1-19 St#j&«, DC fc#bT»*fi&7^T^ y 
T^ffimt^Stlfc. 0. 1 jti g/ml TKM341-l-19 8i#©&3&DC (C IL-12 £ 
»»S-&*7^n^hStttt 100m g/ml © G28-5 ta#©igtt«fc 0»< , Ug/ml 
TKM341-1-19#C#©J«DC IL-12 M$t§7^ 100/zg/ml 
CO G28-5 ffi#©igtt£ 0 100i»BUSj&*ofc (0 13). 1 /a g/ml T KM341- 

1-19 i/ift©^ DC IL-10 7 rf-X 100Mg/ml 00 G28-5 

tt#©«tt±D 10«EU:«*>o;fc (0 14). KM341-1-19 U"?^ 
X*JIgG2T»»5, IgGl IgG3 <k 9 Fc Hr^-^©*|^tt*t«< , Ml® 
*7-M14©j^^^^O^'fb ! bil^. uOHtA^RftCAoT, CD40 5S 
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imMM 14) Ramos nM\Z&tt&$i CD40 7>^n*-X5V y*7$ifr\z&Z> CD95 

rnmrnm 

1. 0xl0 6 Wml © Ramos ffl!ftffiS)$&¥J£ 96 ^x;!/7l/- h \Z 50 m 1/well Ti 
SLfc (l>>x;W*fcDlBfi» 5xl0 4 <@) o *Mn?*flRUfc«|«fft#£ 96 £x;P 
71/- Ml 100// 1/well Ssinbfc. t h CD40 »J#> K£#ST-5fctM.V*;* L 
(Spriggs, M.K. et. al., J. Exp. Med. , 176: 1543, 1992; Garrone, P. et. al. , 
J.Exp.Med.. 182: 1265, 1995 &££#8S<Z) Z. t) £ 1. 0x10 s mMlzMML, 50 
Ml/well T^iDbfc (l^x;V^feD Ramos M0ii|[ 5xl0<f@> M2t^ 
2.5xl0 5 l@/mh l^x;i/&&9v^Lm©mf&5xl0 3 <gk MMMm 2. 5xl0 4 
WiDo -Bfcig*^ SHBS^^^R-PE^tn;CD95in;#^fflV^ FACS £ffl^T#? 

tfbfco @i5^^^^^-r 0 m^mmt^^yt^m. -r&:b% 00950115^ 

m£^To&»©#t#:T&3 5D12^#:^t>T>{CL^W^IL^^ofe©(-Jt^L 
Tx 4Dlli?L#:Tte0. ljug/ml ©^Tfe CD40L f§igilfflflS£i» bftWtttn > h 

o-jvt^g^tT CD95 (Dmmzmmvtco l^g/mi ©a^T 

«. 4D11, F4-465, KM281-1-10 CD40L %^lfflJ©£»J Lft^Ptttn > h D-;Pi 
IWJg^ST CD95 OflSi :nt±oT 4D1K F4-465, KM281-1-10 tiift 



6 



(Mg/ml) 


5D12 


4D11 


F4-465 


KM281-1-10 


0. 1 


77. 6 • 


11.8 


49.6 


60. 1 


1 


72. 3 


0.01 


2.5 


7.3 


10 


69.5 


0 


1. 1 


2.6 



inmm 153 m CD40 73- x?-* vzmmz&z Ramos mm&m^Mz&tf 

5 »© C. B. 17/Icr-scidJcl T^X (B*2 V7) \Z&7*/?U GM1 trC#: 
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zmm&MLtz. 1 B&izmmmmthT imos mfa&wz 1 mmfc® 5xio 6 

>kh IgGffi#:£Mt&l*bfco &#SteKM302-l#L#:£v£X lESfeO K 

io, ioo wg> Bftt^fls$t# mug*Jtn?n$mft<DW7,\z i@is#bfc. %n 

KM302-1 *tl#: 10/ig, 100 Mg £&-^£nfcliTte 5 ^T^UT^ D .KM302-1 
^#:©mffiil?J^ltlg£ttfco KM302-l*i#:^IgG4it^^^XTfeD, Fc U± 

7?-*ftistctnftikft&BMMmmm (adco 

j&*fc>5?\ 10/xg¥®S#Tffi**>-7^x©^^F H 1©Mfi/&5J,6nfco 

C^M^J 16) ta CD40 y^~7.J-A yZtftmzkZ Ramos iStt^itfMJftJ 
10%FBS»1RPMI1640 lxl0 4 Wml fcPigbfc Ramos HfflM^ 100m 1 

£ 96 ^7iJ^l/-M:^U 20/ig/ml \zmM*m V>T|$iS(bfc KM341-1-19 

& & s v> tt pj^tt u # > f a&in b fc. pj^ft u # > h t a u # > f t ma 

(Kmmm^omm^ lO^g/ml) ©irCFLAGiaft (M2) 
fco 5 BF^ig^£, &^^Mz 20m 1 ©MTSfitli (Promega) £;bn*. 2 3 mm 
SjS£-t$-fco J^S49OnmTM^tii^^^^/j:Vi^0^(D^x^^C!)©^CD 
H£ilJ£U £#bTV>33fflMc£®J£bfc„ £fc^ |WHt(-96^x;i/UJgyi/- 

h^ffl^T G28-5 tftfctmmnMttm&ftMthfe. 2ne/m\ iztgm&m^xmm 

bfc KM341-1-19 iri#:&3Vm G28-5 fci#:£»Jbfc. 17 \z^ a 

vfl>\ t mmv3.)\s\zyG$khTmm\z'pt£<. m.%^^,<M. mmmm<D 
mmm m vifomfc?® cdna ^d-->^ 

KM341-1-19, 2105, 110, 115. KM281-1-10, 4D11, KM643-4-11, F4-465.F2-103, 
F5-77 3n#££g1-&/W :?U F-T£Jg*U ffi&Mt:cfcoTlJ6fco £ 
tl^TRIZOL (GibcoBRL) £»1U &&fft0J#Kbfc#oT TotalRNA £ttffib 
fc, cDNA tf)pm^©^0-->>m, CL0NTECH SMART RACE cDNA 
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amplifications £JflV>» ^#0|ftW»K:bfc^oTff ofc. 5/*g <D total RNA 
ZMMLLT 1 st Strand cDNA ^fflbfc, KM341-1-19. 2105, 110, 115, 
KM281-1-10, 4D11, KM643-4-11. F2-103, F5-77 fiit (H W (Dmm\z\$, Takara 
ft0Z-Taq£/J!KUMP thM^y^ T-T, 98t;i#\ 68t:30 #<£>1M 
30lsI^J33lbfCo S&fc, jtil U NUMP £hh3 T^T- 

£JBV*T. 98^1 68^30 #<Z)1M 20 011 Oigbfco F4-465 fig«Z)ig 

^Ctt,UMPthh2^7-r-7-S^V^AdYantage2PCRkit (Clonthech, cat#1910) 
Hot, 94«C5S\ 72"C3 # 5iM*JK 94*C 5 g\ 7(TC0 g\ 72"C3 #\ 5 

94*C5#^ 68t:io#\ 72<C3#, 25-y--r^;n?ffofeo 

hh6 7? 4 : 5' -GGT CCG GGA GAT CAT GAG GGT GTC CTT-3' (E?!lfM§- 3 ) 
hh3 ?y-(~?- : 5'-GTG CAC GCC GCT GGT CAG GGC GCC TG-3* 4 ) 

hh2 "7- : 5' -GCT GGA GGG CAC GGT CAC CAC GCT G-3' (IE?iJ#^ 5) 
C©t> «*BLfcPCRj£4&£PCR purification kit (QIAGEN) K:«k t)»|ib» 
hh4 ^^^i'T-t bTlSiE^O^S$fTofc« 5 V* « » 
PCRScript (Stratagene, Lajolla, CA)X&PCR-Blimt (Invitrogene, Carlsbad, 
CA) fcU-:/im-->^be*J£ft}£bfc. Eaittr$l££fc» fcxffcSit^JIft:/ 
*7~*^bfc.KM341-l-19 <D%ka 341H y^^v-,2105 2105Hsal 
y^T- 110,115 OH^Cte HOHsal ^7^7- KM281-1-10 
281Hsal 4D11 <D«#tt 4DllSal KM643-4-11 

fcU43Hsal ^"7- , F4-465 HI 1-9 S'^-fT-, F2-103 

F2-103Hy7-T^-, F5-77CD«-&ttF5-77H^7-f^-.Sr^bfc. #t#fig|# 
^65^^-r^-<h hh4 £$V>T, l st StrandcDNA^e> cDNA £if<gU dtl^HM 

hh4 V- : 5'-GGTGCCAGGGGGAAGACCGATGG-3 ' (12 6 ) 

341H y^-fT- : 5'-atatgtcgacGCTGAATTCTGGCTGACCAGGGCAG-3' 
(S3^J#-§- 7 ) 

2105Hsal : atatgtcgacTCCCAGGTGTTTCCATTCAGTGATCAG (E8I#*§ 
8 ) 
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HOHsal : atatgtcgacTTCCATTCGGTGATCAGCACTGAACAC (E#l#-f§- 9) 
28lHsal : atatgtcgacTTTGAGAGTCCTGGACCTCCTGTG (fi3?tl## 10) 
4DllSal : atatgtcgacGAGTCATGGATCTCATGTGCAAG (IH?!J#-^ 11) 
643Hsal : atatgtcgacCCAGGGCAGTCACCAGAGCTCCAGAC (IH^J#-^ 
12) 

HI 1-9 5' : -ACC GTG TCG ACT ACG CGG GAG TGA CT (I3^J## 13) 
F2-103H : accgtgtcgacgctgatcaggactgcaca (li3^!J#^t 14) 
F5-77H : accgtgtcgacggtgatcaggactgaacag (S5?(l#-^" 15) 

KM341-1-19, 2105, 110, 115. KM281-1-10 , 4D11, KM643-4-11. F2-103. F5-77 

omm am) ump t w? ? 4 wci®. 68t:3o#©it< 

30 @iDItT^lfeo F4-465 ©&$«, UMP t hL2 ^^-^fo 
T, 98^1 g\ 68^30 #©if-f^;i/§ 30 @HD3Bl/Ti|MBLfc. igtsbfc PCR 
m«J*. PCR purification kit K<k9*lNKU hk6 % b < tt hL2 T^-f 

KM341-1-19©^ 341X^7^*7-, 2105 ©^tt 2053KBgl 7^ 110, 115 

©«££& llOKBgl y^-fT- KM281-1-10 ©*§-&£« 28 lKBgl 4 

Dll ©#£tt4DHKBgk KM643-4-11 643KBgl 754^-. F4-465 

©3§-&teLamda 5" T— , F-103, F5-77©4§m;m-103K L 

341-1-19, 110, 115, KM643-4-11, KM281-1-10, 4D1K 2105 ft 
fc^SW^'f "7— £ hk6 l sl Strand cDNA^S cDNA 

U £ft£lli!£bTM#l^e>©ga^J£&£bfc„ F4-465, F2-103, F5-77 fco 
t^Ttt* PCRScript (Stratagene, Lajolla, CA) 3Ui PCR-Blunt (Invitrogene, 
Carlsbad, CA) n~~ >^bg3#I£&J£b&o 

hk2 7^1"^- : 5'-GTT GAA GCT CTT TGT GAC GGG CGA GC-3' (BS#I#-*§ 16 ) 
hL2 75^- : 5'- TCT TCT CCA CGG TGC TCC CTT CAT-3* (IB?iJ#^ 17 ) 
341K7 P 7^v- : 5 ' -a t a t aga t c t GAACTGCT C AGTTAGGAC C CAGAGG-3 ' (iB^I#% 18) 
2053KBgl : atatagatctCGCGGGGAAGGAGACTGCTCAGTT (BB#I## 19 ) 
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llOKBgl : atatagatctAGTCAGACCCAGTCAGGACACAGC (E5«## 20 ) 
281KBgl : atatagatctGAGCTGCTCAGTTAGGACCCAGAGGG (WM^ 
21 ) 

4DllKBgl : atatagatctTAAGCAAGTGTAACAACTCAGAGTAC (SB?!I# 
*%22 ) 

643KBgl : atatagatctGAGGAACTGCTCAGTTAGGACCCAGAGG (IB#1 
#■^■23 ) 

Lamda 5' :-AACTCCAGATCTGCCTCAGGAAGCAGCATC (ia?'l#-^ 24 ) 
F2-103K : aactccagatctagggcaagcagtggtaac (SB^IS^ 25 ) 
hk6 : 5'-TGGCGGGAAGATGAAGACAGATGGTG-3' (@33«-^26 ) 

341—1 — 19 © H m±&. IkZt L m pJ^^^ 3 — DNA Mtffc H jg&tf L 

H IS DNA ©i8iR^#p,&te, iB^IS^27©5'*^^e> 50#SOT^> (A) 
ATG 3 F>T& { 9, Hihn H>« 1472 #@ ©3^ > (T) fr^teD 
* 3 TGA T & Z> o fcxft pJ^M^ £ £?ir®«©£im 5 ' e» 493 # @ © 7j- 

> (A) £ 494 #g©^y-> (g) m\z&m?z> 0 T^ymmmiz^x, Em 

■&T^m^KI3^J#^28(DN*»e) 148#a©-til)> (S) BSSTTa&D, 149 
# g © 7 y ~ >(A) #P$jW£#^«-? & § o iHS^IB^f tPSI V 7 b V x 7 (S ignal 
Pver.2) ££9, H«l©5/^;PIB5iJttBB^J#^ 28 © N*«g<fc D 20#B©*feU 

> (S) ST'ifl^fc. ^»©N*^«S3^J#-^28©21#@(D^;P^$> 
(Q) 6*1-5. 

L IS DNA 0«KM$6jA», ia^i#^ 29 CD 5 ' $*ftd* 6 29#g©A*>e>fcj:i;£5 
ATGnF>T&tK RT^««tt5 , *Sg^e»400 #l©77 r n> (A) iH^. 
7$yKE59t*^T,i«J^«ttgB2?!l##30©N*SS^6 1 2 4#g ©>;>>> 
(K) »«SnfcL*a&*©N*tt#*rfc:J:?K Li©y^tJH2 

^ffi^J#^ 30 © N 5fc*g«fc «3 20#g©^U~» (G) j£$#© N 

fctSE3«*§- 30 © 2 1 # g © 5 >m (E) T & £ C t 6 # t & o fc„ 
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341-1-19 HIS (@B?iJ#^27) : 

GTCGACGCTGAATTCTGGCTGACCAGGGCAGCCACCAGAGCTCCAGACAATGTCTGTCTCCTTCCTCATCTT 
CCTGCCCGTGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTCCAACTGCAGCAGTCAGGTCCAGGACTGGT 
GAAGCCCTCGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGTGTCTCTAGCAACAGTGCTACTTG 
GAACTGGATCAGGCAGTCCCCATCGAGAGACCTTGAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTA 
TCGTGATTATGTAGGATCTGTGAAAAGTCGAATAATCATCAACCCAGACACATCCAACAACCAGTTCTCCCT 
GCAGCTGAACTCTGTGACTCCCGAGGACACGGCTATATATTACTGTACAAGAGCACAGTGGCTGGGAGGGGA 
TTACCCCTACTACTACAGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCTTCAGCCTCCACCAA 
GGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGGCTGCCT 
GGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACCAGCGGCGTGCACAC 
CTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAACTT 
CGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGACAGTTGAGCG 
CAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTGTGGCAGGACCGTCAGTCTTCCTCTTCCCCCC 
AAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCACGA 
AGACCCCGAGGTCCAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGGA 
GGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTGTGCACCAGGACTGGCTGAACGGCAA 
GGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAACCAAAGG 
GCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCT 
GACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAA 
CAACTACAAGACCACACCTCCCATGCTGGACTCAGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGA 
CAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACAC 
GCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGAGGATCC 

341-1-19 HH7^/ilia?iJ (IH^J#-^28) 

MSVSFLIFLPVLGLPWGVLSQVQLQQSGPGLYKPSQTLSLTCAISGDSVSSNSATWNWIRQSPSRDLEWLGR 
TYYRSKWYRDYVGSVKSRIIINPDTSNNQFSLQLNSVTPEDTAIYYCTRAQWLGGDYPYYYSMDVWGQGTTV 
TYSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTYSWNSGALTSGVHTFPAVLQSSGLYSLSSV 
VTYPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC 
WVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE 

43 



WO 02/088186 PCT/JP02/04292 

KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAYEWESNGQPENNYKTTPPMLDSDGSFF 
LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 



341 — 1 — 19 IB (IH^J#-^29) : 

ACTGCTCAGTTAGGACCCAGAGGGAACCATGGAAGCCCCAGCTCAGCTTCTCTTCCTCCTGCTACTCTGGCT 
CCCAGATACCACCGGAGAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGC 
CACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGC 
TCCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTC 
TGGGACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCG 
TAGCAACACTTTCGGCCCTGGGACCAAAGTGGATATCAAACGTACG 

341-1-19 Ll7$/iia^J (@B?!l#-$t 30) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDAS 
NRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNTFGPGTKVDIKRT 

2105 (Dnm^mm. Rzsim^mm^n-^-r^ dna mimc h mrzs l m 
umwk(Dmmm%t&\z, mmm^zi cd5'**w>6 7o#@<z>7x-> (a) 

^£>fci;C£S ATG n K>T& ^^^i^SM^^^S'^d^ 
495 #a<D7x~> (A) £ 496 #@tf>^7-> (G) ril:felf§, 7^y$ffi 

^hc*ut> h m ^mmtm^m^ 32 © n e, i42#g©-ku> cs) b 

^£T-T£tK 149#S©7^~> (A) J»7^£#^re&£o jt^IB^H^'J 
V7 h^iT (Signal P ver. 2) (CckD, HH©$/^;i/|B^J«Sa^J#^ 32 O N 
*^<tD 19#gcr>cystein (0 STifiStifco N *^«@3^!j#^ 

32 © 20 #gO Glutamic acid (E) tfe§fe©^^n5. 

L $1 DNA ©3StRI§#}&&> mvm^ 33 <D 5 ' £28#acDA^<b«i;£3 
ATG n K 0 > ^mmt5'^^6 405 #@©7x-> (A) £TT&5o 
7$y^E^J^^3ViT, Pl^®^«@B^J##34©N*^^e> 1 26#S<E>Ui?> 
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(K) £TT&£ 0 mfc^mm^WVyhV^T (Signal P ver. 2) fd«fcO, Li 
©~>^^;He?iJ«iB^I#^34©N5fe^ck«9 20 #1© Glycine (G) STt^i^ 
nt£ 0 ^#:oDN*^«E^J## 34© 21 #g© Glutamic acid (E) T&3fc(D 

2105 Hi (IH^I## : 31) 

CTGAACACAGACCCGTCGACTCCCAGGTGTTTCCATTCAGTGATCAGCAC 

TGAACACAGAGGACTCACCATGGAGTTGGGACTGAGCTGGATTTTCCTTT 

TGGCTATTTTAAAAGGTGTCCAGTGTGAAGTGCAGCTGGTGGAGTCTGGG 

GGAGGCTTGGTACAGCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTC 

TGGATTCACCTTTGATGATTATGCCATGCACTGGGTCCGGCAAGCTCCAGG 

GAAGGGCCTGGAGTGGGTCTCAGGTATTAGTTGGAATAGTGGTAGCTTGG 

TGCATGCGGACTCTGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCC 

AAGAACTCCCTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGACACGGC 

CTTGTATTACTGTGCAAGAGATAGGCTATTTCGGGGAGTTAGGTACTACGG 

TATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGCA 

CCAAGG 

2105 H175 ymmm (iH^J#^ : 32) 

MELGLSWIFLLAILKGVQCEVQLVESGGGLVQPGRSLRLSCAASGFTFDDY 

AMHWVRQAPGKGLEWVSGISWNSGSLVHADSVKGRFTISRDNAKNSLYLQ 

MNSLRAEDTALYYCARDRLFRGVRYYGMDVWGQGTTVTVSSASTK 

2105 L m (IE?>J## : 33) 

CTGCTCAGTTAGGACCCAGAGGGAACCATGGAAGCCCCAGCTCAGCTTCT 
CTTCCTCCTGCTACTCTGGCTCCCAGATACCACCGGAGAAATTGTGTTGAC 
ACAGTCTCCAGCCACC CTGTCTTTGTCTC CAGGGGAAAGAGC CAC CGTCT 
CCTGCAGGGCCAGTCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAG 
AAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCATCCAACAGGGC 

45 



WO 02/088186 PCT/JP02/04292 

CACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCA 
CTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTC 
AGCAGGGTAGCCACTGGCTCACTTTCGGCGGGGGGACCAAGGTGGAGAT 
CAAACGTACGGTG 

2105 Lffi7$.JMmm (E#I## : 34) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYL 
AWYQQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY 
YCQQRSHWLTFGGGTKVEIKRTV 

110CDH«SW«««, Rtf L«liHE«**ii-H'r* DNA Mtf fc H 0RtfL «8 

nmMk<Dmmm%t&\z* ie?>j#^35 ©s****^ 6o#s©7^> (a) 

j^Stti;** ATG aH>T*D, tt#T«*tt££tt*tf©**tt 5'5|cJ*tf>S 
479 #§©7xr:> (A) <h 480 #g (DtfT-> (G) Kfc&S-T*. 75/^13 
^fd^ViT, H «?T^M«ttiB^J## 36 © N 140#g©-feU> (S) 81 

SSWD> U\&®<D7?-> (A) Kl*#£*»lfrr*5. ite^PEM^a! 
V7h!)x7 (Signal P ver. 2) \z£K>. H lfi©5/^;PE3&JttE3W§- 36 © N 
*^^D 19#@©Cystein (0 Sttfi^nfc, |SJ»#© N 5fe«}ttE5iJ#^ 
36 © 20#g©^;t^5> (Q) tS5t)©i:#A6n§. 

L 0 DNA ©jRRH&j&tt* SS^J#^ 37 © 5 ' 6 35#1©A^&«D*S 
ATG3H>T*D, •5J^^«5'*»e> 421#§©Tx-> (A) 

r^yaiEMKi'^viT, n*««aE5«##38©N***6 1 29#@©u^> 

(K) £TT&3„ »fi^E^aV7h»>xr (Signal P ver. 2) £±9, Li 
©3'^;i'E£JttE#J#^38©N*««fcB 22#@©Cystein (0 
nfc. *RJR#:©N*«ttE^I#-^ 38© 23 #B© valine (V) T*&3 t>© 



110 H m (E#l## : 35) 
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CTGAACACAGACCCGTCGACTTCCATTCGGTGATCAGCACTGAACACAGA 

GGACTCACCATGGAGTTTGGGCTGAGCTGGGTTTTCCTCGTTGCTCTTTTA 

AGAGGTGTCCAGTGTCAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGG 

TCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCACC 

TTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCT 

GGAGTGGGTGGCAGTTATATGGTATGATGGAAGTATTAAATACTATGCAGA 

CTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAACACGC 

TGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTAC 

TGTGCGAGAGAGGGCTACAATATTTTGACTGGTTATTTTGGCTACTGGGGC 

CAGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACCAAGGG 

110 HitTS /mmn (SH^J#-^ : 36) 

MEFGLSWVFLVALLRGVQCQVQLVESGGGWQPGRSLRLSCAASGFTFSSY 

GMHWVRQAPGKGLEWAVIWYDGSIKYYADSVKGRFTISRDNSKNTLYLQ 

MNSLRAEDTAVYYCAREGYNILTGYFGYWGQGTLVTVSSASTK 

no l m mmmn : 37) 

TCACAGATCTAGTCAGACCCAGTCAGGACACAGGATGGACATGAGGGTCC 

CCGCTCAGCTCCTGGGGCTCCTGCTGCTCTGGCTCCCAGGTGCCAGATGT 

GTCATCTGGATGACCCAGTCTCCATCCTTACTCTCTGCATCTACAGGAGAC 

AGAGTCACCATCAGTTGTCGGATGAGTCAGGGCATTAGCAGTGATTTAGC 

CTGGTATCAGCAAAAACCAGGGAAAGCCCCTGAGCTCCTGATCTCTGCTG 

CATCCACTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCT 

GGGACAGATTTCACTCTCACCATCAGCTGCCTGCAGTCTGAAGATTTTGCA 

ACTTATTACTGTCAACAGTATTATAGTTTTCCGTGGACGTTCGGCCAAGGG 

ACCAAGGTGGAAATCAAACGTACG 

no Lmj^snmm (@a?y## 38) 

MDMRVPAQLLGLLLLWLPGARCVIWMTQSPSLLSASTGDRVTISCRMSQGI 
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SSDLAWYQQKPGKAPELLISAASTLQSGVPSRFSGSGSGTDFTLTISCLQSE 
DFATYY CQQYYSFPWTFGQGTKVEIKRT 



nmwk<Dmmm%5&\t. mnm^ 39<d5'*j»£ 6o#@<275?-> (a) 
frtnc&z atg nH>T*^t), mft^m®ti£i%mm<Dmm$5' 

479 #g®77-> (A) t 480 #g(Dy7-> (G) FltlfiitS. 7^/miB 
?|J(C&^T> HmpT^^«@B^J#-^40©N^^6 140 #@<Z)-fe U > (S) 8 

i^ttso, i4i#a07^n> (a) s. m&rmm^m 

V7h!>i7 (Signal P ver. 2) fc£0* H v^^-;HB^Jtt@S^I#-^ 40 CD N 
*£§<fcD 19#B<D Cystein (0 *T Sfl^tifc. J&$M£tf> N 5fc$g&BB#lfMt 

40© 2o#b©^jv*s> (Q) t^sfeom&n^o 

L it DNA ©HiRIB&jSKiU S3^J#^ 41 CD 5 ' 6 35#B©A^6tti;** 

ATG3K>T?&?K ^r***tt5'5f5Ji*6 421#B©75 J n> (A) STT^^. 
75y»E5«Jlc:*VaT, itf&E«KiE^#^42©N3fe*a>S 1 2 9#gcoU^> 
(K) mfcJ-mm^MVyhV^T (Signal P ver. 2) [a?3, Li 

0^^;PE^ttE5H#*42©M*«IJ;t) 22#B© Cystein (0 £T£^«!J$ 

ntco mm<D^^.mtmmmi <d 23 #b© valine cv) t&<5&©£#x. 
115 h m (m&m% : 39) 

CTGAACACAGACCCGTCGACTTCCATTCGGTGATCAGCACTGAACACAGA 
GGACTCACCATGGAGTTTGGGCTGAGCTGGGTTTTCCTCGTTGCTCTTTTA 
AGAGGTGTCCAGTGTCAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGG 
TCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCACC 
TTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCT 
GGAGTGGGTGGCAGTTATATGGAATGATGGAAGTATTAAATACTATGCAGA 
CTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAACACGC 

48 



WO 02/088186 PCT/JP02/04292 

TGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTAC 

TGTGCGAGAGAGGGCTACAATATTTTGACTGGTTATTTTGGCTACTGGGGC 

CAGGGAACCCTGGTCACCGTCTCCTCAGCTAGCACCAAGG 



115 umr^ymmn mrn^n : 40) 

MEFGLSWVFLVALLRGVQCQVQLVESGGGWQPGRSLRLSCAASGFTFSSY 
GMHWVRQAPGKGLEWVAVIWNDGSIICYYADSVKGRFTISRDNSKNTLYLQ 
MNSLRAEDTAVYYCAREGYNILTGYFGYWGQGTLVTVSSASTK 

115 Li <6B#I##:41) 

TCACAGATCTAGTCAGACCCAGTCAGGACACAGCATGGACATGAGGGTCC 

CGGCTCAGCTCCTGGGGCTCCTGCTGCTCTGGCTCCCAGGTGCCAGATGT 

GTCATCTGGATGACCCAGTCTC CATC CTTACTCTCTG C ATCTAC AGGAGAC 

AGAGTCACCATCAGTTGTCGGATGAGTCAGGGCATTAGCAGTGATTTAGC 

CTGGTATCAGCAAAAACCAGGGAAAGCCCCTGAGCTCCTGATCTCTGCTG 

CATCCACTTTGCAAAGTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCT 

GGGACAGATTTCACTCTCACCATCAGCTGCCTGCAGTCTGAAGATTTTGCA 

ACTTATTACTGTCAACAGTATTATAGTTTTCCGTGGACGTTCGGCCAAGGG 

ACCAAGGTGGAAATCAAACGTACG 

115 Li7$7TOJ : 42) 

MDMRVPAQLLGLLLLWLPGARCVIWMTQSPSLLSASTGDRVTISCRMSQGI 
SSDLAWYQQKPGKAPELLISAASTLQSGVPSRFSGSGSGTDFTLTISCLQSE 
DFATYYCQQYYSFPWTFGQGTKVEIKRT 

281-1-10 <Dnm.»i&m®s jfrtfimpi^mmz^-F-rz mkmmznmR 
umMk<Dmmm%i&\t. ib^j#^ 43 © 5 • «^ e. 52#go7x^> (a) 
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468 #@<D75r-> (A) <h 469 #§©^7" > (G) MfcttHTS. 75 
^JK^T, H «T*X«tf »EW#^ 44 CD N **** & 139#@CD-tzU> (S) 8 
i^TT^O, 140#gcD7^-> (A) a»*J£»«*T?*4. fi^E^SO 
V7hC7x7 (Signal P ver. 2) ££9> H ^0 '>^;HB^J«gB^J## 44 O N 
19#g©iiU> (S) ^Tt^Sl^nfc. j£H#0N5fc«ttE*!»#44 
©20#@©£Ol^$> (Q) T&3fcCD<h#ASft3 0 

L & DNA ©I8IR$§&,£«, IB^J#-^ 45 CD 5 ' 6, 41 #S © A £ D £5 

ATGnF>T*SD, 5 * 424#BCD7x-> (A) STT&So 

75 /m§a?in;::feV>T, ««f@TOE^J#^46©N*)»£ 1 2 8#S(DU> ? > 

(K) Ife™fiV7h5i7 (Signal P ver. 2) fccfcD> Lit 

OD^^±;HB^JttE^J#-^46 0N^ckt) 20 #§cd Glycine (G) Stifig 
nfc. j*S»#©N*SBttl3^J#^ 46 © 21 #@© Glutamic acid (E) Tab3t>CD 

281-1-10 H H (IH^J#-^- : 43) 

CTGAACACAGACCCGTCGACTTTGAGAGTCCTGGACCTCCTGTGCAAGAA 

CATGAAACATCTGTGGTTCTTCCTTCTCCTGGTGGCAGCTCCCAGATGGGT 

CCTGTCCCAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCT 

TCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAGTGG 

TTACTACTGGAGCTGGATCCGGCAGCCCCCAGGGAAGGGACTGGAGTGG 

ATTGGGTATATCTATTACAGTGGGAGCACCAAGTACAATCCCTCCCTCAAG 

AGTCGAGTCACCATATCAGTAGACACGTCCAAGAACCAGTTCTCCCTGAA 

GCTGAATTCTGTGACCGCTGCGGACACGGCCGTGTATTACTGTGCGAGAG 

CCCCCTTGCACGGTGACTACAAATGGTTCCACCCCTGGGGCCAGGGAACC 

CTGGTCACCGTCTCCTCAGCTAGCACCAAGG 

281-1-10 nmr^ymmm (E3W§- : 44). 

MIOILWFFLLLVAAPRWVLSQVQLQESGPGLVKPSETLSLTCTVSGGSISGY 
YWSWIRQPPGKGLEWIGYIYYSGSTNYNPSLKSRVTISVDTSKNQFSLKLNS 
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VTAADTAVYYCARAPLHGDYKWFHPWGQGTLVTVSSASTK 



281-1-10 Li (BB?!l#-5§- : 45) 

TCACAGATCTGAGCTGCTCAGTTAGGACCGAGAGGGAACCATGGAAACCC 

CAGCGCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCACCGGA 

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA 

AAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCAGCTACT 

TAGCCTGGTACCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTAT 

GGTGCATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTGGCAGTG 

GGTCTGGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGAT 

TTTGCAGTGTATTACTGTCAGCAGTATGGTAGCTCACCGATCACCTTCGGC 

CAAGGGACACGACTGGAGATCAAACGTACG 

281-1-10 y Biffin (SE#J## : 46) 

METPAQLLFLLLLWLPDTTGEIVLTQSPGTLSLSPGERATLSCRASQSVSSS 
YLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDF 
AVYYCQQYGSSPITFGQGTRLEIKRT 

4Di i <d h m*s&mm> i m^mm*^ - k-t 3 dna mn\z h mas l m 

HmDNA<Z)S8!Rim&te, IB^J#^ 47 <D 5 ' £ 16#B<7>7^:> (A) 

frSteCSS ATG 3 H >T-^ D fi* Pllit 5 ' e 
456 #@©7x~> (A) £ 457 #g©^7~> (G) H^&g-TSo 75/gg@3 
?iJ£:fcV>T, Hm^0,^ttiB»^-48ON*^^e> 147#S<£>-fcU> (S) « 
ISTOD, 148#@©7^-> (A) jte^iB^J^SI 
V7b^7x7 (Signal P ver. 2) ££9. H^O^^BB^Jttffi^J*-^ 48 O N 
*«<fct) 26#@CD-feU> (S) iTtfl^tlfc. «#:©N*^«S2^!l#-t48 

0 27#@©^;p^^> (Q) T&5t>0£%*.e>n*. 
l g dna <Dmmm]&& a, sa#i#^ 49 © 5 • *«f ^ 6 59#e©Aa>6«i;£* 
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ATG3 h*>T&«9, TiI«««W: 5***3^6 442 #@ <D7x~> (A) 
75/iE5iJ^^T, l*gffi#ttE#J#^5O0N5fc*j&>S 1 28#a©U> ? > 
(K) ^TT^5. it£^@B?H^J7 7 h^xT (Signal P ver. 2) fc«fct>. Lit 
©^^;HB?!lttiB9»J##50<3!)N*«3<kO 22 #S<Z) Cystein (0 ^T<!:fi$ 
tlfco j$Mfc<D N **«E3?U## 50© 21 #@© Alanine (A) 

4D11 Hi (SB^J## : 47) 

ATATGTCGACGAGTCATGGATCTCATGTGCAAGAAAATGAAGCACCTGTG 

GTTCTTCCTCCTGCTGGTGGCGGCTCCGAGATGGGTCCTGTCCCAGCTGC 

AGCTGCAGGAGTCGGGCCCAGGACTACTGAAGCCTTCGGAGACCCTGTCC 

CTCACCTGCACTGTCTCTGGCGGCTCCATCAGCAGTCCTGGTTACTACGG 

GGGCTGGATCCGCCAGCCCCCAGGGAAGGGGCTGGAGTGGATTGGGAGT 

ATCTATAAAAGTGGGAGCACCTACCACAACCCGTCCCTCAAGAGTCGAGT 

CACCATATCCGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCT 

CTGTGACCGCCGCAGACACGGCTGTGTATTACTGTACGAGACCTGTAGTA 

CGATATTTTGGGTGGTTCGACCCCTGGGGCCAGGGAACCCTGGTCACCGT 

CTCCTCAGCTAGC 

4D11 Hi75 J W&M (@23Wf : 48) 

MDLMCKKMKHLWFFLLLVAAPRWVLSQLQLQESGPGLLKPSETLSLTCTV 

SGGSISSPGYYGGWIRQPPGKGLEWIGSIYKSGSTYHNPSLKSRVTISVDTS 

KNQFSLKLSSVTAADTAVYYCTRPVVRYFGWFDPWGQGTLVTVSSAS 

4Dii l m m&m^ 49) 

AGATCTTAAGCAAGTGTAACAACTCAGAGTACGCGGGGAGACCCACTCAGGACACAGCATGGACATGAGGGT 
CCCCGCTCAGCTCCTGGGGCTTCTGCTGCTCTGGCTCCCAGGTGCCAGATGTGCCATCCAGTTGACCCAGTC 
TCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTAGCAG 
TGCTTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCTCCTAAGCTCCTGATCTATGATGCCTCCAATTTGGA 
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AAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCA 
GCCTGAAGATTTTGCAACTTATTACTGTCAACAGTTTAATAGTTACCCGACGTTCGGCCAAGGGACCAAGGT 
GGAAATCAAACGTACG 

4Dii imr^ymmm oe*i## 50) 

MDMRVPAQLLGLLLLWLPGARCAIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASNLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPTFGQGTKVEIKRT 

KM643-4-llCDH«["Pr«1g«, Rtf L a- FT 5 DNAMtflcHMS: 

H 41 DNA <0*tRn%J^». 05'*i^6 1#@07t^> (A) 

<&&C£S ATG3 F>T&D, 5 ' ^ 447 

#a©75r-> (A) £ 448 #B©^7-> (G) 7SS&mm\z 
&^T. Km^&*mtmmtt M <DH*mfre> 149#g©irU> (S) BS£ 

i5o#a©r^-> (a) wstiiTg?.. itfirfeai^aiv? 

b^xT (Signal P ver. 2) fc«k*K HilO v^^-;HB^JttgS^J## 52 © 

£D 20#B©-feU> (S) £T£^i»£nfc. J&m&O) N *^«13^J#^ 52 © 

2i#s©^;i^> (Q) TS^feot^^n^c 

L II DNA <DM9R.ffl$a&J$. @2^J## 53 © 5 '3fc^ £ 38 #g© Atf>Sfi 
ATG3K>T&9, ■SJ3g««tt5 , *ai^& 409 #@©Tx-> (A) 
7$ 7 *EWfc#V>T»T5««ttttffi3Wi 54 © N 5fc«&3&> &12 4#S©Uy> 

(K) jt^B^av^ ht>x7 (Signal P ver. 2) C«fctK L fit 

<D'>^±;H3^l«ga^J#^54(DN5K««fct) 20 #g© Glycine (G) $TtfSJ$ 
tlfec J&fMfc© N 5feSS»Eai#-f§- 54© 21 #g© Glutamic acid (E) T*£fc© 

KM643-4-11 Hi (@B^J## : 51) 

ATGTCTGTCTCCTTCCTCATCTTCCTGCCCGTGCTGGGCCTCCCATGGGGT 
GTCCTGTCACAGGTACAGCTGCAGCAGTCAGGTCCAGGACTGGTGAAGCC 
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CTCGCAGACCCTCTCATTCACCTGTGCCATCTCCGGGGACAGTGTCTCTA 

GCAACAGTGCTGCTTGGAACTGGATCAGGCAGTCCCCATCGAGAGGCCTT 

GAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTATAAAGATTATGC 

AGTATCTGTGAAAAGTCGAATAACCATCAACCCAGACACATCCAAGAACCA 

GTTCTCCCTGCAGGTGAACTCTGTGACCCCCGAGGACACGGCTGTGTATT 

ACTGTGCAAGAGGGTATTACTATGGTTCGGGGAGCTATCCCTACTACTACC 

AAATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGC 

km643-4-ii Hmy^ymmn (bb#i## : 52) 

MSVSFLIFLPVLGLPWGVLSQVQLQQSGPGLVKPSQTLSFTCAISGDSVSSN 
SAAWNWIRQSPSRGLEWLGRTYYRSKWYKDYAVSVKSRITINPDTSKNQFS 
LQLNSVTPEDTAVYYCARGYYYGSGSYPYYYQMDVWGQGTTVTVSSAS 

KM643-4-11 Li (ffi#l#-if : 53) 

AATTGAGGAACTGCTCAGTTAGGACCCAGAGGGAACCATGGAAGCCCCAG 

CTCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCACCGGAGAAA 

TTGTGTTGAGACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGT 

GCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCTACTTAGCCTG 

GTACCAACAGAAACCTGGCCAGGCTGCCAGGCTCCTCATCTATGATGCATC 

CAACAGGGCCACTGGCATCGCAGCCAGGTTCAGTGGCAGTGGGTCTGGG 

ACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTT 

TATTACTGTCAGCAGCGTAGCAACACTTTCGGCGGAGGGACCAAGGTGGA 

GATCAAACGAAC 

KM643-4-11 LMT^/mmn (@23»^ : 54) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGESATLSCRASQSVSSYL 
AWYQQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY 
YCQQRSNTFGGGTKVEIKR 
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F4-465 <d h m^mm, l m^mmzn- Kt* * dna mz$\z h m%.& i 

^mmkommm^U, g3^J##55©5'*^£47#S<Z)7x-> (A) 
fr£>«U£$ ATG 3P>T*D, m#nI^««t3t^«OD«#tt5 , *jS3&^ 
484 #B©75*-> (A) £ 445 #g©^*7~> (G) 75/M12 
^iJfc&^T, H«[pJ^®«ttiB?y##56©N5fc^5 146#S0-feU> (S) m 
ISTT*D, 147#S07-7^> (A) K»3&J3t#**T**, itfic^Kai^H 
77h£x7 (Signal P ver. 2) \z£V, H ^^^;HB^J«IB^J## 56 <D N 
*S«kt) 19#gCDirU> (S) STtfil$nfc, J&j^&cD N *^«SB^JS^ 56 

o2o#a©^;i/^^> (Q) T'a5^t>©t#^e>n^> 0 
l ® dna ammmi&& \t, mnm^ 57 0 5 ■ *ssia> e> 8 1 # @ <d a ^ s » c * 5 

ATG 3 F 0 x W£®«KJ: 5 ' 5fc$gj&> 6 440 #S© (0 7^/ 
lMBWfc:fcV>T^£«lttttKaiM- 58 <D N sfcttfr 5> 1 2 0 #@ <£> Threonine(T) 
£T-e&3o it^IH^ffiUV? h^x7 (Signal P ver. 2) \z£K). L i©y 
^;H35!IttBB^J#-#58CDN*«8J;D 19 #@© Alanine (G) STt^ffl^nfe. 

f&M&(D nmm\±mm&n 58 o 20 #e© serine (s) *v&z>>h(D£m7L*>tiZo 

F4-465 Hit (S3?!I#^ : 55) 

CTGAACACAGACCCGTCGACTACGCGGGAGACCACAGCTCCACACCATGGACTGGACCTGGAGGATCCTATT 
CTTGGTGGCAGCAGCAACAGGTGCCCACTCCCAGGTGCAGCTGGTGCAATCTGGGTCTGAGTTGAAGAAGCC 
TGGGGCCTCAGTGAAGGTCCCCTGCAAGGCTTCTGGATACACCTTCACTAGCTATGCTATGAATTGGGTGCG 
ACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGATGGATCAACACCAACACTGGGAACCCAACGTATGCCCA 
GGGCTTCACAGGACGGTTTGTCTTCTCCTTGGACACCTCTGTCAGCACGGCATATCTGCAGATCAGCAGCCT 
AAAGGCTGAGGACACTGCCGTGTATTACTGTGCGAGAGAGGTAGTACCAGTTGCTATGAGGGTAACTCACTA 
CTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGCACCAA 

F4-465 H m.7 S J W^M (E#J#*§- : 56) 

MDWTWRILFLVAAATGAHSQYQLVQSGSELKKPGASVKVPCKASGYTFTSYAMNWVRQAPGQGLEWMGWINT 
NTGNPTYAQGFTGRFvTSLDTSVSTAYLQISSLMEDTAYYYCAREVVPVAMRYTHYYYGMDVWGQGTTYTV 
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SSAST 

F4-465 IB <BE?iJ#*f : 57) 

CTGGGTACGGTAACCGTCAGATCGCCTGGAGACGCCATCACAGATCTGCCTCAGGAAGCAGCATCGGAGGTG 
CCTCAGCCATGGCATGGATCCCTCTCTTCCTCGGCGTCCTTGTTTACTGCACAGGATCCGTGGCCTCCTATG 
AGCTGACTCAGCCACCCTCAGTGTCCGTGGCCCCAGGACAGACAGCCAGCATCACCTGTTCTGGAGATAAAT 
TGGGGGATAATTTTACTTGCTGGTATCAGCAGAAGCCAGGCCAGTCCCCTGTGCTGGTCATCTTTCAGGATT 
GGAAGCGGCGCCCAGGGATCCCTGCGCGATTCTCTGGCTCCAAGTCTGGGAACACAGCCACTCTGACCATCA 
GCGGGACCCAGGCTATGGATGAGGCTGACTATTACTGTCAGGCGTGGGACATCAGCACTGTGGTATTCGGCG 
GAGGGACCAAGCTGACCGTCCTAGGTCAGCCCAAGGCTGCCCCCTCGGTCACTCTGTTCCCGCCCTCCTCTG 
AGGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGTGG 
C CTGGAAGGCAGATAGC AGC CC CGTCAAGGCGGGAGTGGAGAC C AC C AC AC C CTCC AAACAAAGC AAC AACA 
AGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGG 
TCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCATGAATTCAGATCCGTTAAC 
GGTTACCAACTACCTAGACTGGATTCGTGACCAACATA 

F4-465 Li7$ /gtffi^J (SB^J#^ : 58) 

MAWIPLFLGVLVYCTGSVASYELTQPPSVSVAPGQTASITCSGDKLGDNFTCffYQQKPGQSPVLVIFQDWKR 
RPGI PARFSGSKSGNTATLT I SGTQAMDEADHCQAWDI STVVFGGGTKLTVLGQPKAAPSVTLFPPSSEEL 
QANKATLVCLISDFYPGAYTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTH 
EGSTVEKTVAPTECS 

F2-103 <d h mm&m&s &u i m^smmm^^ - ft* dna mmz h mru l 

nmwk<Dmmffli&&i l z. ia^j#-% 59 o 5 • 32#bodt^> (a) 
^tei^s atg nF>T^i9. ^pi^M^i^m^^^tts'^^e* 

463 #§©7t-> (A) £ 464 #@£>^7n> (G) PeliC&gl"^ 7^12 
^J(C*5ViT> Hm»»^te@E^J#^60<DN*^e> 144#g©-feU> (S) » 
StttS D % 145#@©7^-> (A) JtfirtFEW^a 
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7:7htfx7 (Signal P ver. 2) fciO, H M<D^tfjr)imm\$m&m^ 60 <D N 
19#@OCystein (0 &T*t^mzntz. J&^#0 N 5ftjfttt£3f#4§ 
60 © 20 #@© Glutamic acid (E) £>ft3. 

L^DNAO^iRH^^Ji, IH^J## 61 29 #B © A * b 

ATG 3 F >~C$> K> * Bi^mmZS'JfcWifrZ 415#a<D7x-> (A) 
75y^SE^Jfc43ViT, bJ^TOSB^J^ 62 ©N*^^& 1 2 9#@©U^> 
(K) jte^E^SliV^ h^xT (Signal P ver. 2) 

(Di/^;H3^J«i2^J#^62 0N*^i:D 22 #a 3) Cystein (0 ^T<h«J$ 
tlfco ^^©N*J^«S2^J#-t62cD23#g©Asp (D) &<D£#;L £*l 

So 

F2-103 H£i (@H^J## : 59) 

GCTGATCAGGACTGCACACAGAGAACTCACCATGGAGTTTGGGCTGAGCTGGGTTTTCCTTGTTGCTATTTT 
AAAAGGTGTCCAGTGTGAGGTGCAGCTGGTGGAGTCCGGGGGAGGCTTAGTTCAGCCTGGGGGGTCCCTGAG 
ACTCTCCTGTGCAGTCTCTGGATTCACCTTCAGTACCTACTGGATGCACTGGGTCCGCCAAGCTCCAGGGAA 
GGGGCTGGTGTGGGTCTCACGTATTAATAGTGATGGGAGTAGCACAACCTACGCGGACTCCGTGAAGGGCCG 
ATTCACCATCTCCAGAGACAACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGACAC 
GGCTGTGTATTACTGTGCAAGAGATAGAGTACTATGGATCGGGGAGTTATCCTACTACGGTATGGACGTCTG 
GGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTC 
CTCCAAGAGCACCTCT 

F2-103 HiT^/tiBJiJ (gE3W§-:60) 

MEFGLSWVFLVAILKGVQCEVQLVESGGGLVQPGGSLRLSCAVSGFTFSTYWMHWYRQAPGKGLVWYSRINS 
DGSSTTYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARDRVLWIGELSYYGMDVWGQGTTVTVSS 
ASTKGPSVFPLAPSSKSTS 

F2-103 IB (lH^iJ#-t : 61) 

. GGGGAGTCAGACCCAGTCAGGACACAGCATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTCCTGCTGCT 
CTGGCTCCCAGGTGCCAAATGTGACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGTAGGAGA 
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CAGAGTCACCATCACTTGCCGGGCCAGTCAGAGTATTAGTAACTGGTTGGCCTGGTATCAGCAGAAACCAGG 
GAAAGCCCCTAAGCTCCTGCTCTATAAGGCATCTGGTTTAGAAAGTGGGGTCCCATCAAGGTTCAGCGGCAG 
TGGATCTGGGACAGAATTCACTCTCACCATCAACAGCCTGCAGCCTGATGATTTTGCAACTTATTACTGCCA 
ACAGTCTAATAGTTATTCGTGGACGTTCGGCCACGGGACCAAGGTGGAAATCAAACGTACGGTGGCTGCACC 
ATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAA 
TAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGA 
GAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGA 
CTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGA 

F2-103 imr^ymmm (@b^ij## : 62) 

MDMRVP AQLLGLLLLWLPGAKCD I QMTQSPSTLSASVGDRVT I TCRASQS I SNWLAWYQQKPGKAPKLLLYK 
ASGLESGVPSRFSGSGSGTEFTLTINSLQPDDFATYYCQQSNSYSWTFGHGTKVEIKRTVAAPSYFIFPPSD 
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC 
EVTHQGL 

F5-77 cd h Rztim.vs&m-m&^-F-rz dna m# k h l 

HgDNA0fBRBB%£tt« B59#-*t63©5 , 5|cJB^6 100#g(7)Tx-> (A) 
*>6ttU*« ATG 3h*>T?&D» 5 ' iffifr £ 

528 #g(DT5 ; n> (A) £ 529 #S0^> (G) Wfc&itr*. T^y^SS 
fllfcfc^T, H«CSjaE«««iB^I#^64©N*«g^S 143#S©-feU> (S) £ 
SStTfeD * 144#@<Z>7?~> (A) KH^tiJlT^S, 3t^S2^J^SfJ 
V7h!)x7 (Signal P ver. 2) fc<fcD, HM©->^;HB^J«B3^i#^ 64 © N 
*S§ii<kD 19#@<Z)Cystein (0 ^T?tfl$nfc. N **«B?9## 

64 © 20 #g© Glutamic acid (E) T*St)©ttA5n5. 

L $ DNA ®fMRH%j£l&, I3^J#^ 65 CD 5 * 5fc*»jfc 5 59#S©A^6tti;** 
ATG 32 H D > Pi&mm$5'm>%fr*> 445 #@<D7^-> (A) $TT253„ 

75/ ®?@3^J fc£ l*T> H^1S«ttBB5!I## 66 © N 5fc«# e>129#gCDUv 5 > 

(K) £TT&3 0 it^Sa^SSy^h^iT (Signal P ver. 2) fcitK 
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©->^;PE5ittE2?a#-%66©N*«8ckt) 22 #gCD Cystein (0 STtfi* 
ntc 0 J&^#<ON*^teE^J#-*f 66 <£> 23#@<D Asp (D) T&Sfc©£#*.Sn 

So 

F5-77 Htt (S3^J#-^ : 63) 

GGTCTATATAAGCAGAGCTGGGTACGTCCTCACATTCAGTGATCAGCACTGAACACAGACCCGTCGACGGTG 
ATCAGGACTGAACAGAGAGAACTCACCATGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAAAA 
GGTGTCCAGTGTGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTC 
TCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGG 
CTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACTCCGTGAAGGGCCGGTTC 
ACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCC 
GTATATTACTGTGCGAAAGATGGGGGGTACTATGGTTCGGGGAGTTATGGGTACTTTGACTACTGGGGCCAG 
GGAACCCTGGTCACCGTCTCCTCAGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAG 
AGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCC 

F5-77 umrs. /wsm <mmm* : u) 

MEFGLSWLFLVAILKGVQCEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISG 
SGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDGGYYGSGSYGYFDYWGQGTLVTVSSA 
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFP 

F5-77 l m (e#i## 65) 

CAAGCAGTGGTAACAACGCAGAGTACGCGGGGGGAGTCAGACCCAGTCAGGACACAGCATGGACATGAGGGT 
CCCCGCTCAGCTCCTGGGGCTCCTGCTGCTCTGGTTCCCAGGTTCCAGATGCGACATCCAGATGACCCAGTC 
TCCATCTTCCGTGTCTGGATCTGTAGGAGACAGAGTCACCATCACTTGTCGGGCGAGTCAGGGTATTAGCAG 
CTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGGATCCAGTTTGCA 
AAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATTTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCA 
GCCTGAAGATTTTGCAACTTACTATTGTCAACAGGCTAGCAGTTTCCCTCGGACATTCGGCCAAGGGACCAA 
GGTGGAGATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATC 
TGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGA 
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TAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCT 
CAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA 
GGGCCTGA 

F5-77 imr^ymmm (mmmn -.m 

MDMRVPAQLLGLLLLWFPGSRCDIQMTQSPSSVSGSVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYA 
GSSLQSGVPSRFSGSGFGTDFTLTISSLQPEDFATYYCQQASSFPRTFGQGTKVEIKRTVAAPSYFIFPPSD 
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC 
EYTHQGL 

immmm fcfctcM£<m<DmmmM\z&tfsmm 

MfBT^#bfein:#:©nJ^^^^^DNAif)T-^N5KGl(IDEC Pharmaceuticals. 
US patent6001358) &£<£>3ISft^ ?-\zm.fr&$sz. h\z£ V . iHfam^Z 
Z-ZfrmtZo %m<Drz®<Dm3LMM\z\$, 0iJ;U;f CHO-Ras (KatakuraY., et 
al.. Cy to technology, 31: 103-109, 1999) jWSfcJB^sns. ffi^MM^O 

Z$-m 2ug^mmmm^mmtL, Bio-Rad electrophoreter %ht>^T 350V, 
500/iF (DtkftT\ AxWmo CHO-Ras «fifcJtfirP*i»AU, 96well culture 

piate izMm-?z>o ftm^#?-<DMfc^~%-izttj&vrcMM%mimisTmm 

mmm m cd4o 7 i-t.j-j v t> mmz£ ^wM^mm^m^M^mm 
v^x^Htt cd4o mmz^Ttt&&wom.fc=f'fim*^h. th 

CD40ite^ © h^>X> ? ->S:^rbTV^v^7 > (Yasui. et al. Int. Immunol. 
2002 Vol 14 : 319) \z 4-hydroxy-3-nitrophenylacetyl-chiken r -globulin 
conjugates WP-CGG:*R^«*«3SW5e9f ^ ttSSJ; 
(ARAM: Antigen recognition activation motif) CD^^#:§ 100 Mg (NP-CGGS<h 
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>k h IgG4*rC# 100/Ag £&#bfco ifP7Bt, Bg jgM^cfc DMlU J&m 
^NP^Mtf) IgGl &£r;igMft#*£ELISA&{c£D&^bfco ELISA&teNP 
«r^bfc^lfiim7^^^> (NP-BSA:2. 5/xg/ml) 50ul/^xJl/£, ELISA/B 96 

#nyi/-h (Maxisorp, Nunc &S) ©^-^oijKcJn^, 4*CT-T >^zl 
^-hb, NP-BSA£©*$-frfco ±m^X. ^iJHiyn^>^/ 

KB U-;t-^n^, Pierce SrinA^T-r >+^- h L^D 
bfcl£, #£x;V£0. lXTween20^WU>mMM (PBS-T) T?3@iife»lfc. & 

#^x;l/^ 10%7ciy*X-7^W PBS-T T^l/fc^lfim (50m l/«j7^ 
;W^JP^,37 < CT2B#r B 1-r>^rn.^-hbRf&$ii:fe„T'f ^ n 71/- h£ PBS-T 
T3@^#^7;^U7*X^7^-ifT^$nfe^^K^^7; IgGl 
IgMia#: (3XWt> 1070-04 1020-04) £ 10%:/D y ^X-7.-^r 

PBS-T T? 1,000 (50tfl/£x;V) S^x^fciHl*., 37t:T 2 

(50m 1/^7 x;p, Sigmal04> phosphatase substrate) SS-tf x.MzMX. 
405niD T-VWytm&'ff -^-TSI£ bfc. ^rO^^m 18, 

m 19(C^T. 0^M«NP-CGG«rC57BL/6^">X(c2HiaWbfe^JfiilbT^ 
-;i/Lfc]MfcOl:>T\ IgGl#i#<Di§£te 10, 000 f&3f lRb*ife(D£, IgM irt&tf) 

100«l/fct>©S-€-n-enia-y h^LTM^bfeii^^-ro F4-465, 
4Dll^«fc^KM281-l-10ft#ttlOOMg©lS#fc«fcO NP^SWft: IgGl ^.fci; IgM 
^#j£££$<li«bfco 

CI£JB0i 20) CD40 7>^^Xf^ 5/ *ttfcfcJ:*M«itt BiB8JgCDiiJi«lM 

*N) £DA#bfco Htyftfc/Mn-fcifcBrU WtfK*^ 70 v^n*-^-© 

PBS fcT*l3tt#©a, *BIIS»£fr3fcU 9 0%k hM (ICN), 10%DMSOT 
«ISft#bfe. aHBSttiHs^O^, 10%fc:bJfD.m> 2. 5T-fi/D^7A/ml 
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lxl 0 S <@CDM£9 67f>x;U{CjnA, fcxfc: hCD4 0irL#:£ 0. OK 0. K 
1. 0 £<fctf 10 T-f ^D^A/m 1 OlgTiiDbfc. £o£=ji 
TfHiSL-fc. f 1 agIil&CD4 OL (Alexis) 1 V^P^A/ 
ml, CD 4 0LX>/\>Ur—&{t (Alexis) 1 T-T * □ #y A/m 1 £ 
^xJW^JnL-T 3 B 1 T-f * P C i © [ 3 H] i?>l#7x 

JHCifttal/fc. 1 2~1 5WfWfcfclHJS£lHl«L 8efc'»^l'-S' 3 

U ^#£»£ft&^ofc^#©#'7> h£ 1 0 0, CD 4 OL^iP^ni", 
A/mlt'fe5 0%£jB*SJtmfflf&l£j*£&3&>t>fc. 

F4-465 Ut>*ffrO. 0 l-7-f^D^7A/m 1 ©»gre*5 8 0 %©if «Jff?(J£7K 
U 0. 1-1 OT^^Dm/ra 1 CiSTl5l9 5%CDiimiflI$iJ^^bfe (0 
2 0)o 

*9§«»K:]SBAnsfe©£-r*. 
^§i±©flJJ8PJ1igffi 

*3B9!fcJ:?K CD40fc»-r*tft**5!ift$n*. #891©inrtm, CD40 \ZMV 
1 : DNA 
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m&m% 2 : DNA 

IH^J#^ 3 : DNA 

ga^J#-^4 : ct$L DNA 

ga?!l#^5 : DNA 

IB^JH^- 6 : DNA 

IB^J#^ 7 : DNA 

@33«^ 8 : DNA 

mnm^9 : ^ dna 

@B^iJ#^ 10 : DNA 
I3^J#^11 : -a fi£ DNA 
S3^iJ#^ 12: £f&DNA 
@3^J#^ 13 : £j6£ DNA 

mmm^ u : dna 

@B?iJ#^ 15 : DNA 

@B?'J#*t 16 : DNA 

@22Wt 17 : a-gic DNA 

m?m*% 18 : DNA 

mmmn 19 : dna 

@H^J## 20 : DNA 
@B^J#^21 : -nfife DNA 
E3W# 22 : £fifc DNA 

mnmn 23 : dna 

g3?!l## 24 : DNA 
@B?iJ#^ 25 : DNA 
mm*% 26 : ^fig DNA 
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m m o m w 

1. &T©(a)Mf)a>£8tfn5^fc<£&lo©ttR£W1"*K bhCD40 

ic#r*«*x»»©aiBw»rfr. 

(a) afttttJfifc^b, LPS&tf IFNr©#£TTIL-12££^£-£-3 

(c) BiMSttf^bt, CD95©*5Sft«Jfr*fiftt««C28-5a«:J:D 

(d) b mMm±LMmmzttLTMmz®m?%mmt G28-5 ^#<k o 

(e) BiWi»IWl«^PI^ 

(f ) CD40 U # > K © CD40 fcfcff § <S£ £ L & V* 

3. B*IBJ&lff£ffl)S#fc:#lyT CD95 ©»180fliJt««, 20Mg/ml £KT<Dffifom 

4. B MUfitt^miftfle^ Raios Xtt HS-Sulton TS^sSM 1 fE«£©#L&X 

5. ixio"fl/ii ©«a©«rtt«ififc, o. i/xg/mi sx±(Dm&<D$imsmut£ 

ntcm^\Z, 100pg/ml ^±© 11-12 ©£j££fcfc6-f fc©T&a, fflfjfc:® 1 IBUfe 
©tt#Xtt-t©«tt«»rfi-. 

6. ixio 6 i@/mi ©jts©^Mist, iMg/mi a±©»ae©K#*ssEjii$n 

lOOOpg/ml j^±© IL-12 ©£g£fefc&f *>©T&<5> i*3&3g 1 Eft 
©St#Xtt-e©«fB»WfM-i 

7. lxlO'i/nl (Dl^Ottttt^ lMg/ml&±©«£©ffi#j&*8SJn£n 
fcS^fcl. lOOOOpg/ml W±© IL-12 ©£££*>& £Tfc©Tr&3, fflf^ 1 |H« 
©fet#:Xtt^©^BgW®fjto 

8. KnMffi£mMWi (Ramos iiffll&) KSTTS CD95 ©SB^ffiiitf*, #t#itg 
0. 01 Atg/ml lO/xg/ml ©fBffltr&^T.jMTr&S G28-5 ir[#:©|1j 2 3 

^±T-fe5, »*«ie«©tt#xtt-e©«ttwwffr. 

64 



WO 02/088186 PCT/JP02/04292 

9. B IHl&tf ftSB&tt (Ramos MM) \Ztt-?Z> CD95 ©SSIHEjitf, 
O.OUg/ml fccfeUT, ^B8Tfe*G28-5ta*©iKl2ffiF^e)6flf£il±T*S, 

i o. immm&mmm (Ramos «) km? %> cm o^m^m^ mwm 

KO. l/ig/il fc*V>T, G28-5ttfc©|&2ffiFj&>5 7#&±T?**, W 

11. B Mtr&iMtfc (Ramos tBJ@) Klttf* CD95 OD»3K«3t««> inftil 
ft lMg/ml fcfe^T, G28-5ffi#©*9 2#j&>e> 7{£&±T&£k IS^ 

1 2. B IHl&ttfiflllBtt (Ramos MM) \ZttTZ> CD95 ©5BSfliii#* JfitfMI 
ft 10/ig/ml *HST&S G28-5 2##& 6 EU:T&£, 

1 3. /vrr/U K-VKM302-1 (gi6##FERMBP-.7578), KM341-1-19 (SSfi 
#^FERMBP-7759), 2105 (gfe#*t FERMBP-8024) (gf£#-^ ATCC 

PTA-3337) {3 «fc 0 £H $ n S tri&©fiil pJ^IMfe «t nJ^tt&O y 

14. gffi#-*tATCC PTA-3302 *«k^ ATCC PTA-3303 7?Sli^775 K DNA 

^«fc^fi«RTXfi*» gf£#^ATCC PTA-3304 feck IK ATCC PTA-3305 y 
H DNAfd-en-^nn- F£ns> /W^U F-^F5-77©j^£T3JrC#:0DS 

«^rsE««fe«fc^e«"pr*<fi*, sfc«gte#-^ atcc pta-3306 fe^^ atcc 

PTA-3307 T**^7XS H DNA fc-ett^nn- FS*l£> A< K-TF5-157 

15. BB^J#^2 8&J;tf 3 0 fc^ft^n^$n^ 

KM34 1-1-19 <DM$i?%&ft<Dmm*S%n®&£tffe1&vI&ni&, E8l#-%3 2fe 

«fcrX3 4 fc^n^*i7K$*i£K/vr:/u F-V2105 ©t^ts^ottniis 
h-v no <DW&?ztt&<Dmm^mm®3s&Tfmmvimmm, ge*w§-4 043 
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